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2       My whole life in this career has been based

3  on commercial operations, sales, marketing,

4  distribution, trade, and most recently president

5  and CEO.

6       Q.   Quinnova is spelled Q-u-i-n-n-o-v-a?

7       A.   Correct.

8       Q.   When did you start your career at

9  Allergan about?

10       A.   1987, around there.

11       Q.   When Collagenex acquired the assets of

12  RX Pharma, you took the position at Collagenex?

13       A.   I did.  I came over.  They bought the

14  derm assets of my little company, and then I

15  became vice-president of dermatology.

16       Q.   So about what timeframe did you start?

17       A.   For Collagenex?

18       Q.   For Collagenex?

19       A.   The end of 2001, October.

20       Q.   You departed Collagenex about?

21       A.   You're killing me with this.  Probably

22  towards the end of 2004, I think.

23       Q.   Do you recall a meeting that you and

24  Thomas Skold had with Collagenex --

25            MR. ROCHFORD:  Object to the form.  Go
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2  ahead.  I'll let you finish.

3  BY MR. JACKSON:

4       Q.   -- on or about 12 September 2001?

5       A.   Yes.

6            MR. JACKSON:  You've objected to form?

7            MR. ROCHFORD:  No.

8  BY MR. JACKSON:

9       Q.   Do you remember the subject of that

10  meeting?

11       A.   Yes, I do.  It was based on the

12  Restoraderm technology.

13            MR. ROCHFORD:  Move to strike that

14  answer, foundation.  There was no Restoraderm

15  technology at that time.

16  BY MR. JACKSON:

17       Q.   And Restoraderm technology, was that

18  originating from Thomas Skold?

19            MR. ROCHFORD:  Object to form,

20  foundation.

21       A.   Yes.

22            MR. JACKSON:  I should apologize.  This

23  is the same as yesterday.  It's just abbreviated.

24  I've taken pages out.

25            MR. ROCHFORD:  Just describe on the
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2  record what you're giving us.

3            MR. JACKSON:  What I am giving you is

4  the same exhibit book that was introduced

5  yesterday but with fewer pages.  I'm only going to

6  be able to give you the two of you one.  I

7  miscalculated.

8       This is the same exhibit book that was put in

9  the record yesterday except that for purposes of

10  Mr. Day's testimony, there are fewer exhibits that

11  we might reference.  So I've removed some pages,

12  some exhibits.

13            MR. ROCHFORD:  So yesterday you marked a

14  book.  I'm not sure you marked it, but you

15  referred to some things in a book.  And today

16  you're giving us another book.

17            MR. JACKSON:  Yes.

18  BY MR. JACKSON:

19       Q.   If we could refer to Skold Exhibit T8,

20  which is on page 159.

21       A.   Are you asking me to?

22       Q.   Yeah, if you look at page 159 of the

23  book.  And page numbers are down here.

24       Are you familiar with the subject matter of

25  this document?
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2            MR. ROCHFORD:  Object to form.

3       A.   Yes.

4  BY MR. JACKSON:

5       Q.   Was the subject matter of this document

6  presented at the approximate 12 September 2001

7  meeting between Collagenex and Mr. Skold?

8       A.   Yes.

9            MR. ROCHFORD:  Object to form and move

10  to strike the response.  No foundation.  The form

11  of the question is vague.

12       A.   Yes.

13  BY MR. JACKSON:

14       Q.   At that meeting was the technology that

15  Mr. Skold was presenting described as Restoraderm

16  technology?

17       A.   Yes.

18            MR. ROCHFORD:  Object to form,

19  foundation and hearsay.  Move to strike the

20  response.

21  BY MR. JACKSON:

22       Q.   Did Mr. Skold in his interactions with

23  Collagenex ship a topical formulation labeled

24  Restoraderm to Collagenex in 2001?

25            MR. ROCHFORD:  Object to form,
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2  foundation.

3       A.   Yes.  Samples of the technology were

4  sent to Collagenex.

5  BY MR. JACKSON:

6       Q.   And those samples were labeled

7  Restoraderm?

8       A.   Yes.

9            MR. ROCHFORD:  Same objections.

10  BY MR. JACKSON:

11       Q.   Do you remember in what fashion they

12  were sent to Collagenex?

13       A.   They were sent in small aerosol

14  canisters.

15       Q.   Were further samples delivered to

16  Collagenex at the January Caribbean meeting?

17       A.   Well, they were hand delivered by Thomas

18  at that meeting.

19       Q.   Were they hand delivered to you?

20       A.   They were delivered to me.

21       Q.   They were labeled Restoraderm?

22       A.   That's correct.

23            MR. ROCHFORD:  Object to form.  Move to

24  strike.  Foundation, form.

25
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2  BY MR. JACKSON:

3       Q.   Do you recall what parties from

4  Collagenex were present at the meeting in

5  September 2001?

6       A.   Yes, Brian Gallagher, the president; Rob

7  Ashley; myself and Thomas.

8       Q.   Could you give us a description of what

9  you -- I presume that Mr. Skold was trying to sell

10  something to Collagenex?

11       A.   Correct.

12       Q.   Could you describe what he was trying to

13  sell?

14       A.   Well, he was trying to sell the

15  Restoraderm technology for us to -- to Collagenex

16  to develop the technology products.

17       Q.   Was that a baseline vehicle for more

18  specific products?

19       A.   Well, Restoraderm is a vehicle that is

20  designed to carry active ingredients, and so we

21  talked about many different products, yes.

22            MR. ROCHFORD:  Move to strike that last

23  response as nonresponsive, and while we're on the

24  record, the prior response as lack of foundation

25  and hearsay.
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2  BY MR. JACKSON:

3       Q.   From the background you told us, and

4  your history in the pharmaceutical industry, could

5  you confirm that the type of service that

6  Mr. Skold was offering is typically sold on an

7  exclusive or a well-defined exclusive field use

8  basis?

9            MR. ROCHFORD:  Objection.  Relevance.

10       A.   Yes.

11            MR. ROCHFORD:  And to the form of the

12  question.

13       A.   Yes.

14  BY MR. JACKSON:

15       Q.   If you didn't present it in that way,

16  one would lose substantial value; would they not?

17            MR. ROCHFORD:  Objection.  Form,

18  foundation, calls for expert testimony.

19       A.   In my opinion, you can't go to many,

20  many different companies with the same technology.

21  It just doesn't work.  So you do lose value.  Just

22  like my own company is based on a unique

23  technology that no one else has.

24            MR. ROCHFORD:  I move to strike the last

25  answer.  This witness has not been qualified as an
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2  expert or disclosed as an expert.  We object to

3  all and any opinion testimony based on alleged

4  specialized knowledge of this witness.

5  BY MR. JACKSON:

6       Q.   In your role at Collagenex, is it clear

7  to you that Mr. Skold would not have established

8  an agreement with Collagenex if he had not shipped

9  sample to Collagenex in late 2001, early 2002?

10            MR. ROCHFORD:  Object to the form of the

11  question.  Calls for speculation.  Calls for

12  expert testimony.  It lacks foundation.

13       A.   In my expert opinion, you're only able

14  to -- in dermatology, in my expert opinion, you

15  have to test products in that process.  So if you

16  don't see samples of things -- because it's all

17  about look, feel, smell and how they're applied to

18  the skin.  That's what this business is all about.

19       Yes, it's very, very important to have those

20  samples.  That's basically very typical of what

21  occurs.

22            MR. ROCHFORD:  Renew the motion to

23  strike based on the grounds that this is unnoticed

24  and unqualified expert opinion testimony.

25
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2  BY MR. JACKSON:

3       Q.   In your affidavit that you signed in

4  this matter in May of 2013, you identified the

5  companies that were the significant players for

6  marketing this kind of technology in the United

7  States in the 2001, 2002 timeframe.

8       Do you remember the companies you listed?

9            MR. ROCHFORD:  Objection.  Form,

10  foundation, relevance, calls for expert testimony.

11       A.   Do you want a list of the ones?

12  BY MR. JACKSON:

13       Q.   Can you make a list?

14       A.   It's been a while, but I could -- the

15  answer is yes.  But it primarily at the time was

16  Ortho and Neutrogena, J & J, obviously Galderma.

17  We had Connectics, Medicis.  Who else am I missing

18  at that particular time?  Fujisawa.  I may be

19  missing one or two.

20       Q.   If I showed you paragraph 10 of your

21  affidavit, would that -- which I will put into the

22  record as Exhibit T148.  If I showed you paragraph

23  10 of your response, would that refresh your

24  memory?

25       A.   No. 10, yes.
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2            MR. ROCHFORD:  Object, first of all, to

3  any responses relating to this list that's been

4  requested on all the grounds previously noted.

5  BY MR. JACKSON:

6       Q.   Proceed, Mr. Day.

7            MR. ROCHFORD:  I don't view this as an

8  offer of evidence.  Just so it's clear, we object

9  to virtually every document that has been

10  identified by Petitioner in this proceeding, and

11  at the appropriate time, if and when any of those

12  are formally offered, we will submit our

13  objections in full.

14       A.   Is the question in my opinion?

15  BY MR. JACKSON:

16       Q.   Are those the companies that you think

17  are the relevant companies that were most

18  appropriate to market technology in the 2001, 2002

19  timeframe?

20       A.   Yes.

21            MR. ROCHFORD:  Same objections.

22  BY MR. JACKSON:

23       Q.   Could you read for the record what those

24  companies are?

25            MR. ROCHFORD:  Same objections.
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2       A.   Johnson & Johnson, Novaritis, Medicis

3  Allergan, Galderma, Fujisawa, Ferndale, Steifel

4  and Connetics.

5  BY MR. JACKSON:

6       Q.   Could you describe your relationship

7  with Thomas Skold in the fall 2001 timeframe and

8  how you came to collaborate on the Restoraderm

9  technology?

10       A.   Yeah.  I have to take a step back due to

11  this history.  Thomas and I had been working on

12  the previous technology together.  When I was at

13  Ferndale, we launched a product there.  I ended up

14  leaving Ferndale, and then he ended up leaving

15  Ponsus.

16       And at that particular point, he notified me

17  that he was working on a new technology, kind of a

18  new improved technology over Proderm.  So that's

19  my relationship to that point.

20       Q.   Were you involved in all key decision

21  making at Collagenex as to dermatology products

22  when you were employed there?

23            MR. ROCHFORD:  Object to form, vague,

24  foundation.

25       A.   Yes.  I was involved in all -- in
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2  decision making and specifically for dermatology

3  at Collagenex.

4  BY MR. JACKSON:

5       Q.   Were you involved in all promotional

6  activity at Collagenex as to dermatology products?

7       A.   Yes.

8       Q.   In the formation of the -- well, in

9  2002, was an agreement between Collagenex and

10  Skold formalized?

11       A.   Correct, yes.

12       Q.   In formulating that agreement, from your

13  interactions with people at Collagenex, is it your

14  view that the trademark Restoraderm was

15  exclusively used to refer to the technology

16  brought to Collagenex by Thomas Skold?

17            MR. ROCHFORD:  Object to form, compound

18  question, calls for speculation, foundation,

19  hearsay.

20       A.   It was viewed as one in the same.

21  BY MR. JACKSON:

22       Q.   During the course of your employment at

23  Collagenex, did the view -- from your interactions

24  with people at Collagenex, did the view that

25  Restoraderm and the technology were one in the
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2  same change?

3       A.   No.

4            MR. ROCHFORD:  Same objections as to the

5  previous question.

6            THE WITNESS:  I feel like I'm messing

7  up.  Should I wait until you respond?

8            MR. ROCHFORD:  No.  You can see I'm not

9  being obtrusive, but I have to make a record.

10  BY MR. JACKSON:

11       Q.   From your interactions with Collagenex

12  during the 2002 to 2004 timeframe that you were

13  employed at Collagenex, was there an expectation

14  by Collagenex that the Restoraderm trademark would

15  return to Skold if Collagenex voluntarily

16  terminated its project with Mr. Skold?

17            MR. ROCHFORD:  Objection to form, lack

18  of foundation, calls for speculation, hearsay,

19  relevance.

20       A.   I think it's -- to me, it's almost the

21  same as the last question, which is we viewed it

22  as one in the same and, yes, returned.

23  BY MR. JACKSON:

24       Q.   You made efforts to promote Restoraderm

25  to outside collaborators while you were at
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2  Collagenex, outside corporate collaborators?

3            MR. ROCHFORD:  Object to form.

4       A.   Yes.

5  BY MR. JACKSON:

6       Q.   In those efforts to promote Restoraderm

7  technology to outside partners, was Mr. Skold

8  consistently named as associated with the

9  technology?

10            MR. ROCHFORD:  Same objection.

11       A.   In most cases, yes, he was involved as

12  the expert in describing the technology and

13  everything else.

14  BY MR. JACKSON:

15       Q.   Was he frequently named as the inventor

16  of the technology?

17       A.   Yes.

18       Q.   Was Mr. Skold integrally involved in

19  promoting Restoraderm to potential partners?

20            MR. ROCHFORD:  Object to form.

21       A.   Yes.

22  BY MR. JACKSON:

23       Q.   Did Mr. Skold assist you in making

24  presentations to potential partner companies?

25       A.   Yes.
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2       Q.   Did Mr. Skold provide technical

3  consultations on the Restoraderm product and

4  technical services in preparing the Restoraderm

5  product?

6       A.   Yes.

7            MR. ROCHFORD:  Object to form.  There

8  was no product.

9       A.   Yes.

10            MR. ROCHFORD:  Foundation.

11  BY MR. JACKSON:

12       Q.   Can you recall a meeting concerning

13  Restoraderm with Johnson & Johnson and several of

14  its affiliates on or about September 11, 2001?

15       A.   Yes.

16       Q.   Can you tell us what you remember about

17  that meeting?

18       A.   Well, obviously it was during a very

19  difficult time with the September 11 tragedy.  But

20  yeah, we were up at J & J that morning presenting

21  the Restoraderm technology to them when the

22  September 11 events occurred.

23            MR. ROCHFORD:  Move to strike on

24  foundation that last response.  There was no

25  Restoraderm technology.
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2  Medicis meeting, but it just didn't work out.  But

3  I personally had a meeting with them at a later

4  date.

5  BY MR. JACKSON:

6       Q.   Do you recall organizing a meeting with

7  Medicis, helping to organize a meeting with

8  Medicis in the same timeframe concerning the

9  Restoraderm technology?

10            MR. ROCHFORD:  Same objection.

11       A.   Yes.

12  BY MR. JACKSON:

13       Q.   Did that meeting come to pass?

14       A.   Telephonically.

15       Q.   Where did it occur telephonically from

16  your perspective?

17       A.   Well, it occurred -- the telephonic

18  meeting occurred at the Collagenex office.  We

19  obviously were unable to fly down there because of

20  September 11.

21       Q.   Did somebody from Galderma mention --

22  bear with me.

23       Did somebody from Galderma mention

24  Restoraderm to you at the 2009 AAD meeting?

25       A.   Yes.
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2            MR. ROCHFORD:  Objection, hearsay,

3  foundation, relevance.

4  BY MR. JACKSON:

5       Q.   What is the AAD meeting?

6       A.   It's the American Academy of

7  Dermatology.

8       Q.   What did they tell you about

9  Restoraderm?

10            MR. ROCHFORD:  Same objection.

11       A.   It was communicated to me -- and by the

12  way, at that meeting, just to make it a little

13  better understanding for everybody, I was there

14  for Quinnova.  It was at a later point.  I was

15  supposed to be in a meeting with Art, and he was

16  unable to make it.  And I ended up meeting with a

17  European.  It's Chris somebody.  I can't remember

18  his last name.  But he headed up business

19  development for the European group.

20       He had mentioned to me at that time they had

21  no interest in the technology, but were going to

22  keep the name.

23            MR. ROCHFORD:  Move to strike for all

24  the reasons indicated earlier; hearsay, lack of

25  foundation, form, relevance.
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2  BY MR. JACKSON:

3       Q.   The Art you mentioned, was that Art

4  Clapp?

5       A.   Yes.

6       Q.   And his position at Galderma was?

7       A.   He's head of business development.

8       Q.   At the time?

9       A.   I still think he is today.

10       Q.   Was it clear to you that the person, the

11  Galderma person at that meeting understood that

12  Restoraderm was the same as the technology until

13  that point?

14            MR. ROCHFORD:  Same objections,

15  foundation, form, hearsay, relevance.

16       A.   The way it came across to me, I would

17  have to say yes.

18            MR. ROCHFORD:  Also calls for

19  speculation.  Move to strike on the additional

20  basis.

21  BY MR. JACKSON:

22       Q.   From your long association with the

23  dermatology formulation community, do you recall

24  interactions that establish that the term

25  Restoraderm was viewed as equating to the
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2  technology of Thomas Skold?

3            MR. ROCHFORD:  Objection.  Calls for

4  expert testimony that has neither been properly

5  noticed, nor has there been any attempt to qualify

6  this witness properly.  So I object on that basis.

7  We also object on relevance grounds, that it calls

8  for hearsay, calls for speculation.

9       A.   Yes.  And in several of the

10  publications, the studies that were done were done

11  with my participation, the Jim Fowler study and

12  the Ruby Ghadially study.  In fact, I introduced

13  Bill Abramovitz to Thomas.  He's an expert in skin

14  restoration, the treatment and use of ceramides.

15  BY MR. JACKSON:

16       Q.   These studies were published?

17       A.   Well, the Ruby Ghadially study was

18  published and the Jim Fowler study was published,

19  but Bill Abramovitz was just lecturing on

20  utilizing the name Restoraderm.

21            MR. ROCHFORD:  Move to strike that

22  response as nonresponsive and lacking foundation,

23  hearsay, relevance.

24  BY MR. JACKSON:

25       Q.   If we look at page 469 of the exhibit
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2  book, Skold Exhibit T143, page 469.

3       A.   Yes.

4       Q.   Could you describe that document?

5            MR. ROCHFORD:  I'm going to object on

6  relevance grounds, foundation, hearsay.

7       A.   This is actually the poster itself for

8  the Joe Fowler study.

9  BY MR. JACKSON:

10       Q.   By Joe Fowler study, you mentioned that

11  he's listed as the lead author.

12       A.   That's correct.

13       Q.   Could you read the title of the study?

14       A.   "A Comparator Study of An Adjunctive

15  Dermal Lipid Replacement Foam (Restoraderm) in the

16  Management of Refractory Hand Contact Dermatitis."

17            MR. ROCHFORD:  Same objections to this

18  entire line relating to what's been marked for

19  identification as T143, and that is this study.

20  BY MR. JACKSON:

21       Q.   In Skold Exhibit T143 -- I apologize for

22  how hard this is to read, Mr. Day.  But if you

23  could --

24       A.   I'll do my best.

25
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2       Q.   If you could read -- and I'm sorry it's

3  covered over in part -- in the abstract portion of

4  Exhibit T143, the second paragraph under the

5  abstract beginning with the word Restoraderm.

6            MR. ROCHFORD:  Same objections.

7       A.   "Restoraderm is composed of an exclusive

8  nonalcoholic water-based formulation of lipids

9  that mimic the body's own natural skin barrier

10  system.  It contains ceramides, cholesterol,

11  palmitic and two biologic precursors, mevalone" --

12  and I'm not even going to try to say the next

13  word, hydroxy whatever.

14  BY MR. JACKSON:

15       Q.   That's fine.

16       Are you familiar with the product Cetaphil

17  Restoraderm?

18       A.   Yes, by name and what it does.  It's a

19  moisturizing agent.

20       Q.   Do you believe it contains ceramides,

21  cholesterol and palmitic acid?

22            MR. ROCHFORD:  Object.  Calls for an

23  expert conclusion, hearsay, foundation.

24            MR. JACKSON:  I'm going to ask for a

25  break.  I'm potentially near finished, but I might
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2  have one more question or one more series of

3  questions.

4            MR. ROCHFORD:  Okay.  Off the record.

5       (There was a recess in the proceedings.)

6  BY MR. JACKSON:

7       Q.   You mentioned that your career in

8  dermatology has been since approximately 1987.

9       A.   Correct, yes.

10       Q.   During the course of your career, have

11  you managed the development of dermatology

12  products?

13       A.   Yes, not from an R & D standpoint, but

14  product development standpoint, yes.

15       Q.   By which you mean?

16       A.   So I come up with the idea of developing

17  a product and am part of the process of deciding

18  on the product, designing what we want.  But when

19  it comes to sample and designing a clinical study,

20  that's not me.  Mine start from the idea to

21  commercializing it.

22       Q.   During the course of that commercial

23  development work, have you frequently dealt with

24  outside consultants on those more scientific

25  elements?
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2  platform technology?

3       A.   Yes.

4            MR. ROCHFORD:  I'm going to object to

5  this string of questions on the grounds it calls

6  for expert testimony, form, foundation, relevance.

7  BY MR. JACKSON:

8       Q.   Have you in your experience since 1987

9  worked with, developed products from other

10  platform technologies?

11       A.   Yes.  In fact, the company I'm CEO of is

12  based on a technology called Proderm technology,

13  which is a similar concept.  If you look at our

14  stuff, everything is -- whatever, our product

15  Hydro 35 utilizes Proderm technology.  So we use

16  that vehicle -- you call it a platform -- as the

17  chassis for just carrying active ingredient.

18            MR. ROCHFORD:  Object and move to

19  strike, form, foundation, expert testimony and

20  relevance.

21            MR. JACKSON:  Our testimony is closed.

22  We can go off the record for our side.  We will,

23  if we need to, seek to have Mr. Day qualified as

24  an expert.

25       So you're welcome to cross on that point if
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2  you wish.

3            MR. ROCHFORD:  Well --

4            MR. JACKSON:  It is what it is.

5            MR. ROCHFORD:  You're going to have to

6  make some kind of application.  We'll oppose it.

7  I don't think you can you can do it at this point.

8  There's all sorts of rules, like Federal Rule 26,

9  that governs, and I think you're too late.  I'll

10  say that for the record.

11            MR. JACKSON:  It's in your interest to.

12            MR. ROCHFORD:  Let me note we do object

13  to any expert testimony as not having been noticed

14  under Rule 26 as required by the rules of the

15  TTAB.  There hasn't been any expert report as is

16  also required.  Therefore, we are, to the extent

17  necessary, proceeding under protest here and

18  reserve all rights to recall Mr. Day in the event

19  that TTAB allows some belated attempt at

20  qualification.

21       (There was a recess in the proceedings.)

22            MR. ROCHFORD:  We're back on the record.

23                  CROSS-EXAMINATION

24  BY MR. ROCHFORD:

25       Q.   We're back on the record.
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2       Mr. Day, I introduced myself previously.  I'm

3  Rich Rochford representing Galderma.  I'm from the

4  Haynes and Boone law firm here with my colleague,

5  Lisa Congleton.  I'll be asking you some

6  questions.

7            MR. ROCHFORD:  Let me note before I

8  start the questions two things.  First, as

9  indicated prior to the break, we're proceeding

10  with this cross-examination under protest on the

11  expert issue that we identified at that time.

12       Secondly, because of the nature of these

13  proceedings before the TTAB where we lodge our

14  objections now, but they're not ruled on until

15  later in the proceeding, the cross-examination may

16  involve some offers of proof relating to matters

17  that we have objected to, and we do not waive any

18  objection by proceeding with those matters.

19  BY MR. ROCHFORD:

20       Q.   Mr. Day, you go back quite a ways with

21  Mr. Skold; isn't that correct?

22       A.   Yes.

23       Q.   Have you had any recent contact with

24  Mr. Skold?

25       A.   I stayed with him for one night in
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2  Sweden when I was over for business.  My

3  technologies are licensed from a company in

4  Sweden.

5       Q.   When was that?

6       A.   I don't know the date.  Couple months

7  ago, three, four months ago.

8       Q.   And you socialized with him at that

9  time?

10       A.   Yes.  We had dinner.

11       Q.   Is that the last time you saw Mr. Skold

12  before today?

13       A.   Yeah.

14       Q.   Did you see him today at all before

15  coming in for your testimony?

16       A.   We met as a central point and drove

17  over.  They followed me in the car.

18       Q.   Did you discuss this case at all with

19  him today?

20       A.   No.

21       Q.   Do you know Professor Marks?

22       A.   Very well.

23       Q.   Have you discussed this case with

24  Professor Marks at any time?

25       A.   No.  In fact, I haven't seen Jim since
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2  the last meeting last year.

3       Q.   When you say Jim, you mean Jim Marks?

4       A.   Jim Marks.

5       Q.   Have you discussed the case with

6  Mr. Jackson?

7       A.   I did talk to him a couple of weeks ago

8  just to get my bearings straight.  I've never been

9  through this type of deposition before.

10       Q.   Was that a meeting or a phone

11  conversation?

12       A.   It was a very brief meeting.

13       Q.   Where did that occur?

14       A.   In New Jersey.

15       Q.   How long was the meeting?

16       A.   Twenty-five, 30 minutes.  I can't

17  remember.

18            MR. JACKSON:  I can't testify.

19       A.   Twenty-five, 30 minutes I would imagine.

20  BY MR. ROCHFORD:

21       Q.   What did you talk about?

22       A.   Just getting myself, my head together as

23  to prepare for this.

24       Q.   Did you look at any documents?

25       A.   We did talk about a couple of questions



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

35

1                         DAY

2  that were going to be answered on what I had

3  signed under -- whatever I signed.

4       Q.   Your declaration?

5       A.   Declaration.

6       Q.   So you reviewed the declaration you

7  submitted in this case, which I believe was marked

8  as an exhibit during your direct testimony as

9  T148?

10       A.   Right.

11            MR. ROCHFORD:  Do we have that, counsel?

12  Is that out there, the original?

13            MR. JACKSON:  Yeah.  I had it.  I

14  brought it over.  Yeah, I have a copy here.

15  BY MR. ROCHFORD:

16       Q.   Showing you, Mr. Day, Exhibit what's

17  been marked for identification T148, is that the

18  declaration you're referring to that you discussed

19  with Mr. Jackson?

20       A.   Correct.

21       Q.   Do you recall anything specific about

22  the discussion of your declaration?

23       A.   It was more to solidify what I had

24  signed and to be prepared to get questioned on it.

25       Q.   Now, in that process as you reviewed it,
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2  is there anything you would change about your

3  sworn testimony in T148?

4       A.   Nothing more than what I said to him

5  was, this is a long time ago.  So if I can't come

6  down to an exact hour or day of time, I'll do my

7  best.  That's the only thing.  I feel very good

8  about what's on here, what I signed, but this was

9  a long time ago.

10       Q.   So you can't be entirely sure of your

11  recollections; is that your testimony?

12       A.   Maybe on specific dates or times, yes.

13       Q.   Is there anything else relating to T148

14  that you would change, having reviewed it

15  recently?

16       A.   Absolutely not.

17       Q.   I'm sorry?

18       A.   No.

19       Q.   What else did you discuss with

20  Mr. Jackson during that meeting?

21       A.   That was it.  That's a lie.  Where we're

22  going to meet today.

23       Q.   In terms of your relationship with

24  Mr. Skold, that goes back to about 1997?

25       A.   Yeah, probably right.
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2       Q.   At that time you were working for

3  Ferndale?

4       A.   That's correct.

5       Q.   And he was working for Ponsus?

6       A.   Yes.

7       Q.   At that time you collaborated and your

8  companies collaborated with respect to some Ponsus

9  product; isn't that correct?

10       A.   That's correct.

11       Q.   When did that occur?

12       A.   I can't exactly remember when we

13  launched, but we launched a product called Pro-Q,

14  and I'm assuming that would be, I would say --

15  bear with me on this.  I would say it's probably

16  late '90s, say '97, '98, '99.  I'm guessing on

17  that, to be honest with you.

18       But we launched a product called Pro-Q, which

19  is based on the Proderm technology, which was a

20  Ponsus technology.

21       Q.   Since that time in the late '90s, you've

22  been friends with Mr. Skold?

23       A.   Yeah.

24       Q.   Close enough friends that you would stay

25  at his house?
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2       A.   Yeah.

3       Q.   Does he socialize with you in the U.S.?

4       A.   He's never stayed with me in the U.S.,

5  but we have met in the U.S. over the years, of

6  course.  He comes over for business, and we'll

7  have dinner, those types of things.

8       Q.   And you consider him a close friend?

9       A.   I do.

10       Q.   Now, you indicated that you left

11  Ferndale and started your own company.  That

12  company was called Rx-Pharma?

13       A.   Rx Pharmaceuticals, yes.

14       Q.   When did you leave Ferndale and start Rx

15  Pharmaceuticals?

16       A.   I'm struggling with dates.  Probably

17  '99, 2000, that timeframe.  That business was

18  about two years.  So it was probably about '99.  I

19  can validate that for you if you want me to.

20       Q.   What did you do at Ferndale?

21       A.   I was -- I don't remember what my direct

22  title was.  I did two things.  I did trade

23  relations, sales and marketing.  So I headed up

24  the derm sales force, and I headed up the trade

25  relations team.



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

39

1                         DAY

2       Q.   Throughout your career, your work has

3  been, as you indicated earlier, on the sales side

4  of the business, correct?

5       A.   I'm a commercial guy, so sales and

6  marketing, trade relations and business

7  development.

8       Q.   As we saw when you were trying to read

9  the Fowler poster there -- I think that's T143 --

10  you stumbled on the technical terms.  So you are

11  not a technical guy, are you, sir?

12       A.   I am not.  Why don't you take it one

13  step further and ask what type of technical guy.

14  If you're asking me if I'm a chemist, no, I'm not.

15       Q.   I take it that you're not comfortable

16  with chemical terminology?

17       A.   No, that's not true.  That particular

18  word I stumbled with, yes, but I think I'm pretty

19  confident when it comes to some, much of the

20  technical side.

21       Q.   But you never worked on that side of the

22  business?

23       A.   I'm not an R & D guy, that's the truth,

24  yes.

25       Q.   You don't have any engineering or
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2  science background in the industry?

3       A.   No, I do not.

4       Q.   And your undergraduate degree was in

5  marketing?

6       A.   That's correct.

7       Q.   So it's your recollection that you

8  started Rx-Pharma in about 1999?

9       A.   I'm guessing, yes.  Off the top of my

10  head, I can't remember the exact date, but that's

11  probably very close.

12       Q.   And you founded Rx-Pharma?

13       A.   Yes.

14       Q.   You were the CEO?

15       A.   That's correct.

16       Q.   Did you own Rx-Pharma in entirety?

17       A.   Yes.

18       Q.   Were there any officers besides

19  yourself?

20       A.   No.

21       Q.   Any employees besides yourself?

22       A.   No, not direct employees of that

23  company, no.

24       Q.   Were there indirect employees?

25       A.   Yes.  I had a contract sales force.
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2       Q.   That sales force also carried products

3  from other companies?

4       A.   That's correct.

5       Q.   They were independent contractors?

6       A.   They were not independent contractors,

7  but they were employed by the contract sales

8  group.

9       Q.   And that contract sales group was an

10  independent entity that you dealt with to --

11       A.   That's correct, yes.

12       Q.   -- sell products?

13       What products did Rx-Pharma market or sell?

14       A.   Well, it was two primary products.  One

15  was Pro-Q.  The product was a Proderm technology

16  product.  And I also licensed a topical steroid as

17  well.

18       Q.   What was the topical steroid called?

19       A.   It was Pandel.

20       Q.   Pro-Q product, was that something you

21  had license rights from Ponsus to market or sell?

22       A.   It was a Ponsus-licensed product to

23  Ferndale, and Ferndale ended up getting it

24  licensed to me.  It wasn't licensed to me.  It

25  was -- I acquired the inventory of the existing
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2  product that was there.

3       Q.   From Ferndale?

4       A.   From Ferndale.

5       Q.   And in turn attempted to market and sell

6  that product?

7       A.   Not attempted, but marketed the product,

8  yes.

9       Q.   Then you also marketed and sold this

10  topical steroid product at Rx?

11       A.   On a co-marketing arrangement, that's

12  correct.

13       Q.   Did Rx-Pharma market or sell any other

14  products during the time it existed?

15       A.   No, no.

16       Q.   Did it develop any products?

17       A.   No.  We did not develop any.

18       Q.   You didn't have the resources to develop

19  products at Rx-Pharma, did you, sir?

20       A.   No, not without raising money, correct.

21       Q.   You moved from Rx-Pharma to Collagenex;

22  isn't that correct?

23       A.   Yes.  Collagenex acquired the assets of

24  Rx-Pharma.

25       Q.   Was that according to a formal
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2  agreement?

3       A.   Um-hum.

4       Q.   "Yes" or "No" for the record.

5       A.   Yes.

6       Q.   When did that occur?

7       A.   In the latter part of 2001.  I think it

8  was October or November, one or the other.

9       Q.   You joined Collagenex at that time as

10  vice-president of dermatology; is that correct?

11       A.   Correct, yes.

12       Q.   You were at Collagenex until

13  approximately September of 2004?

14       A.   Correct.

15       Q.   And you maintained the same title during

16  your time there?

17       A.   Correct.

18       Q.   And among your duties is you helped

19  promote Mr. Skold's concept; isn't that correct?

20       A.   Yeah.  There was many different duties

21  on it, but one of them was the development of a

22  line of products based on the Restoraderm

23  technology, correct.

24       Q.   Now, there was no Restoraderm technology

25  at the time you joined Collagenex in late 2001,
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2  was there, sir?

3       A.   No.

4       Q.   It was an idea at that point?

5       A.   It was a technology that was introduced

6  to me.  I don't know what you consider an idea.

7       Q.   When I think of a technology -- let's

8  see if we can agree on a definition -- I think of

9  something that's already been developed, whereas

10  an idea is something that is a concept that might

11  lead to a product, but it's still on the drawing

12  board.

13       A.   Well, when it was introduced to me, it

14  was Restoraderm technology.  That was an entity.

15  It was a product in itself.

16       Q.   So a product existed that Mr. Skold had

17  created as of September 2001?

18       A.   Well, it's interesting.  This

19  technology, again, which is very similar to my

20  Proderm technology which I market, the technology

21  itself is a product which is a product for dry

22  skin.  It's also a delivery chassis for active

23  ingredients.  So that product itself, the entity,

24  the vehicle which is a product in its own was

25  developed.
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2       What was the future products which we're

3  using as a delivery compound, I guess you may be

4  right there.  Those were products that we were

5  looking to develop.

6       Q.   But, Mr. Day, there was no product that

7  had been developed using the idea that Mr. Skold

8  discussed with you in September 2001, was there?

9       A.   Well, explain yourself further.

10       Q.   Was there any type of product that could

11  be sold to the public as of September 2001?

12       A.   Not to be sold to the public.  Yes,

13  you're right.  The answer to that is right, there

14  was nothing to be sold to the public.

15       Q.   In fact, there wasn't any product using

16  the formulation that Mr. Skold had on the drawing

17  board that had even been subjected to stability

18  testing; isn't that correct?

19       A.   At that point, probably not, correct.

20       Q.   So I'm correct that no stability testing

21  had been done on any formulas?

22       A.   I had not seen any stability testing at

23  that particular point, correct.  There was lab

24  testing that was being done, but if you want to

25  say an official lab site GMP vendor facility,
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2       Q.   At that time did you form Quinnova?

3       A.   Quinnova, correct.

4       Q.   What's your role at Quinnova?

5       A.   I'm president and CEO.

6       Q.   Have you been at Quinnova as president

7  and CEO since that time in 2004?

8       A.   Correct.

9       Q.   What does Quinnova do?

10       A.   We're a specialty dermatology

11  pharmaceutical business.

12       Q.   Are you involved with any particular

13  products?

14       A.   Yeah.

15       Q.   What products?

16       A.   You want a list of them?  We have a

17  brand called Neosalus.  We have Hydro 35, Hydro

18  40, Salvax, Tersi foam and another line, Atrapro.

19  All of them except for the latter are all based

20  off of a technology called Proderm technology.

21       Q.   So all of those products came from the

22  Ponsus Proderm technology; is that correct?

23       A.   Correct.

24       Q.   Do you have a license arrangement with

25  Ponsus relating to that product line?
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2       A.   Yes.

3       Q.   Mr. Skold assisted you in making that

4  arrangement with Ponsus; isn't that correct?

5       A.   Yes.

6       Q.   In fact, your involvement with Mr. Skold

7  led to your joining Collagenex in September 2001;

8  isn't that correct?

9       A.   Repeat that.

10       Q.   Your relationship with Mr. Skold led to

11  you joining Collagenex in September 2001, correct?

12       A.   Not specifically Thomas himself.  He's

13  not the only reason why I took that job at

14  Collagenex.

15       Q.   He was a significant factor in your

16  receiving that opportunity, correct?

17       A.   No.  I mean, that's not true.  I decided

18  to take that job.  My relationship with him had

19  nothing to do with that job other than being a

20  reference.

21       Q.   Now, you were asked some questions

22  during your direct testimony relating to the time

23  period in September 2001; is that correct?

24       A.   Um-hum, yes.

25       Q.   You were arranging meetings for
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2  Mr. Skold to discuss his concept with several U.S.

3  companies at that time; isn't that correct?

4       A.   That is correct.

5            (Galderma Exhibit H was marked.)

6  BY MR. ROCHFORD:

7       Q.   Mr. Day, I'm showing you what's been

8  marked as Galderma Exhibit H, which is an email

9  previously produced as Skold 1841, and it includes

10  in that document an email message from Jeff Day to

11  Thomas Skold dated September 4, 2001.

12       Are you familiar with this document, sir?

13       A.   Yes.

14       Q.   Exhibit H indicates that you have

15  confirmed several meetings, a Monday meeting with

16  Collagenex, a Tuesday morning meeting with

17  Neutrogena Orthoderm and Tuesday afternoon

18  departing for Phoenix, a Wednesday meeting with

19  Medicis.

20       Am I reporting your message correctly?

21       A.   Yes.

22       Q.   You also note that you're still waiting

23  for Allergan to confirm; isn't that correct?

24       A.   That is correct.

25       Q.   You were arranging these meetings so
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2  that Mr. Skold could present his concept to these

3  companies at that time, correct?

4       A.   Yes, Restoraderm technology to those

5  companies.

6       Q.   Well, there's nothing in here that says

7  Restoraderm in this message, is there, sir?

8       A.   There's nothing in here, but that's what

9  was inferred.  That's what we were planning on

10  doing.

11       Q.   What you're talking about is something

12  that later became known as Restoraderm, correct?

13       A.   I knew it at that particular point as

14  Restoraderm from discussions and communications

15  with Thomas.

16            MR. ROCHFORD:  Move to strike the

17  nonresponsive response.

18  BY MR. ROCHFORD:

19       Q.   Why were you planning these meetings,

20  Mr. Day?  Didn't you have a job?

21       A.   No.  I didn't have a job at that

22  particular point yet anyway.  Second of all, if

23  you were my friend and looking for help, I would

24  have helped you as well.  I've been in this

25  industry a long time, and I know a lot of people.
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2       A.   I don't -- I'm unaware of any of that.

3       Q.   Weren't you calling your friends and

4  neighbors to see if they were okay at that time,

5  on September 11, 2001?

6       A.   When we left that facility, of course.

7  We didn't even know what was going on at that

8  particular point.  The building went into

9  lockdown.  We were trying to figure out what was

10  going on ourselves.

11       That morning, if you remember yourself, there

12  was a small plane that went into the side of the

13  building.  That's all we basically knew at that

14  point.

15       Q.   But, in fact, you did have a meeting

16  with Collagenex on September 12, 2001, correct?

17       A.   Correct.

18       Q.   At that meeting -- let me show you a

19  document that's been marked as T8.  I think it's

20  in your book here.

21       A.   T8 it's marked as?

22            MR. JACKSON:  Page 59.

23  BY MR. ROCHFORD:

24       Q.   Do you have what's been marked for

25  identification as T8 in front of you, Mr. Day?
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2       A.   Yes.

3       Q.   That reads at the top "A Theory of the

4  'Mode of Action' Concerning This New Technology, 5

5  November 2001."

6       Did I read that correctly?

7       A.   Um-hum.

8       Q.   "Yes" or "no."

9       A.   Yes.

10       Q.   Now, I believe on your direct

11  examination you indicated that the substance of

12  what's in T8 was discussed with Collagenex and

13  Mr. Skold on September 12, 2001.

14       Was that your testimony, sir?

15       A.   Yes.

16       Q.   So that was an oral presentation by

17  Mr. Skold relating the theory of the mode of

18  action, correct?

19       A.   That's correct.

20       Q.   You don't recall any document being

21  given to anyone at Collagenex at that time?

22       A.   I do not recall, that's correct.

23       Q.   And whatever was described by Mr. Skold

24  during that meeting related to his theory or

25  concept, correct?
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2       A.   I guess you'd have to say yes on that.

3       Q.   From the time you joined Collagenex in

4  September or October of 2001, at that time

5  Mr. Skold and Collagenex were engaged in private

6  confidential discussions and negotiations towards

7  an agreement, weren't they?

8       A.   Say it again.  I'm sorry.

9       Q.   At the time you joined Collagenex in

10  September, October of 2001, Mr. Skold and

11  Collagenex were engaged in private confidential

12  negotiations towards a deal, correct?

13       A.   Well, if they were private and

14  confidential, I wasn't part of it.  I'm sure there

15  were discussions.  But I don't know it to the

16  extent what he was doing on his own.

17       Q.   But you weren't involved in the -- from

18  the Collagenex side in the negotiations?

19       A.   Yes, I was.

20       Q.   I'm showing you a document.

21            MR. ROCHFORD:  Is this in his book,

22  Mr. Jackson, T74?

23            MR. JACKSON:  Yes.  We had so much

24  trouble finding it last time.  It's T74.

25            MR. ROCHFORD:  I believe so.
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2            MR. JACKSON:  It's page 313.  That will

3  be the second volume.

4       A.   I have it.  It's page 313.  Is this what

5  you're looking for?

6  BY MR. ROCHFORD:

7       Q.   Yes.

8       So T74 is a document that reads "Flowchart

9  with Trigger Events, LipoDerm/RestoDerm/EpiLip

10  Technology."

11       Did I read that properly, Mr. Day?

12       A.   Yes.

13       Q.   Mr. Skold prepared this document and

14  sent it to you around October of 2001; isn't that

15  correct?

16       A.   It was sent to Collagenex itself, I

17  would imagine.

18       Q.   Do you recall seeing this before?

19       A.   I have seen it, but I don't recall that

20  it was sent directly to me.

21       Q.   Do you recall when you first saw it?

22       A.   I can't remember.

23       Q.   You'll see at the top that this is

24  refers to a LipoDerm, RestoDerm, EpiLip

25  technology; isn't that correct?
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2       A.   I see that, yes.

3       Q.   So those were the terms that Mr. Skold

4  was using to describe his concept in late 2001,

5  correct?

6       A.   I guess so, yeah.

7       Q.   At some point after T74 was sent,

8  Collagenex chose to use Restoraderm going forward

9  as the name, and that was fine with Mr. Skold,

10  correct?

11       A.   Yes.

12       Q.   Now, you testified this morning about

13  some experimental samples that Mr. Skold sent to

14  you in late 2001 and early 2002.  Do you recall

15  that?

16       A.   I do.

17       Q.   And those samples at that time, as we've

18  talked about, hadn't been tested, correct?

19       A.   I don't know to the extent of what they

20  were tested.  So I guess you're right on that.

21       Q.   They certainly weren't usable or

22  approved for personal use, right?

23       A.   They were designed for sample testing

24  for ourselves, that's correct.

25       Q.   You don't recall if those samples had
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2  any labels on them, do you, sir?

3       A.   They were labeled as Restoraderm.

4       Q.   How do you know that?

5       A.   Well, he handed the ones right directly

6  to me at the Caribbean Derm meeting.

7       Q.   So it's your testimony that at the

8  Caribbean Derm meeting, you received samples from

9  Mr. Skold that bore a label that said what

10  precisely?  What were the exact words?

11       A.   The Restoraderm technology.  And this,

12  if I'm not mistaken, was the base vehicle product.

13       Q.   Those were the only words on the label?

14       A.   I can't remember anything else on it, to

15  be honest with you.

16       Q.   But you do remember that?

17       A.   Yeah.  I mean, that's what it is.  It

18  was Restoraderm technology.

19       Q.   Well, are you just saying that because

20  Collagenex decided to use that name previously?

21  Do you think those samples said that, or do you

22  have a very clear recollection?

23       A.   I'm very confident, because I sent

24  samples actually back to Thomas at one point, a

25  few years after that point.  So I feel confident
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2  that they said Restoraderm on them.

3       Q.   But they might have said other things?

4       A.   They could have had other stuff on it,

5  yes.

6       Q.   They could said Lipoid, Lipoderm?

7       A.   I think I would remember that.

8       Q.   You didn't keep any copies of those, did

9  you, sir?

10       A.   Of the samples?

11       Q.   Yes.

12       A.   They were sent back to Thomas.

13       Q.   So if they exist, Thomas would have

14  them?

15       A.   Yes.

16       Q.   At the time you saw those samples at the

17  Carib Derm meeting in January 2002 --

18       A.   Let me go back on something.  I actually

19  do have samples still, but I don't know when they

20  were sent to me.  So I'm not sure if it references

21  this particular timeframe.  I'd have to go back

22  and look.  Sorry to interrupt you.

23       Q.   That's okay.

24            (Galderma Exhibit I was marked.)

25
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2  BY MR. ROCHFORD:

3       Q.   So, Mr. Day, we're showing you what's

4  been marked as Galderma Exhibit I.  It's an email

5  string previously produced as Skold 1847 from

6  February 17 and February 18, 2002.  The first

7  message is from Thomas Skold to you and then your

8  response.

9       Are you familiar with this document, sir?

10       A.   Yes.  Let me --

11       Q.   Take your time to read it.

12            (Witness reviewed the exhibit.)

13       A.   Okay.

14  BY MR. ROCHFORD:

15       Q.   You'll see at the bottom of Mr. Skold's

16  February 17, 2002 message to you, the last line of

17  that reads, "Enclosed please find the Restoraderm

18  formula including two important names."

19       Did I read that properly?

20       A.   Yes.

21       Q.   Does that refresh your recollection that

22  that's the initial base formulation sent after

23  execution of the cooperation agreement between

24  Skold and Collagenex?

25       A.   Repeat, please.
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2             (The record was read back.)

3       A.   Yes, I guess Restoraderm, yes, yes.

4  BY MR. ROCHFORD:

5       Q.   And that first formulation Mr. Skold

6  said included two important names, correct?

7       A.   Yes.  That's what it reads here.

8       Q.   Do you recall what those names were?

9       A.   I do not.

10       Q.   That indeed was the first time that

11  samples included names; isn't that correct?

12       A.   I'm not really sure where you're going

13  with this.

14       Q.   It's a straightforward question.  That

15  time, as of February 17, is the first time that a

16  sample sent from Mr. Skold to Collagenex included

17  names, correct?

18       A.   Are you talking about specific product

19  names or the technology name?

20       Q.   Any name.

21       A.   No.  As I said to you earlier, the

22  Restoraderm name was part of the original samples

23  that came in.

24       Q.   Then why would Mr. Skold at this point

25  highlight that he was sending you formula that
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2  included two important names?

3       A.   I don't know what that means.

4            MR. JACKSON:  I'll object to the

5  mischaracterization of what that line says.

6       A.   It could have been names of specific

7  products that we were looking at.  I don't know.

8  BY MR. ROCHFORD:

9       Q.   Now, there came a time in late 2001 when

10  Collagenex and Mr. Skold entered into a signed

11  Letter of Intent; isn't that correct?

12       A.   Yes.

13       Q.   That, I believe, is marked is Galderma

14  Exhibit B.  I'll put that in front of you.

15            MR. JACKSON:  As it turns out, I don't

16  have a copy unless it's in the book.

17            MR. ROCHFORD:  You're welcome to look

18  over his shoulder.  I only have a few questions on

19  this.

20       A.   Let me look at it, please.

21  BY MR. ROCHFORD:

22       Q.   Take your time to read it.

23            (Witness reviewed the exhibit.)

24            MR. JACKSON:  I'm going to object to

25  this line of questioning, I think, as beyond the
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2  scope of the direct pending the question, of

3  course.

4       A.   Okay.

5  BY MR. ROCHFORD:

6       Q.   So this Letter of Intent marked as

7  Galderma Exhibit B was signed by Collagenex, by

8  Mr. Ashley, and accepted and agreed by Mr. Skold;

9  isn't that correct?

10       A.   Yes.

11       Q.   If I could direct your attention to the

12  top of page 2 --

13            MR. JACKSON:  Again, beyond the scope of

14  direct.  Objection.

15  BY MR. ROCHFORD:

16       Q.   You'll see that clause there.  Let me

17  read it, "All trademarks associated with the drug

18  delivery system, the proposed intellectual

19  property, products deriving therefrom and products

20  marketed or to be marketed by Collagenex and/or

21  any commercial partner of Collagenex anywhere in

22  the world, shall be applied for and registered in

23  the name of Collagenex and be the exclusive

24  property of Collagenex."

25       Did I read that correctly, sir?
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2       A.   Yes.

3       Q.   And that indicates that Collagenex owned

4  all trademarks associated with the drug delivery

5  system, et cetera, correct?

6            MR. JACKSON:  Further object on the

7  basis that the document speaks for itself and that

8  it requires a legal conclusion on the part of

9  Mr. Day.

10  BY MR. ROCHFORD:

11       Q.   Mr. Day, you understand the concept of

12  exclusive property, correct?

13       A.   Correct.

14       Q.   This indicates that all trademarks are

15  the exclusive property of Collagenex, correct?

16       A.   That's what's written.

17            MR. JACKSON:  Objection.  It's the same

18  objections.

19  BY MR. ROCHFORD:

20       Q.   There then came a time in February of

21  2002 where the parties entered into -- by the

22  parties I mean Collagenex and Skold -- entered

23  into a Cooperation, Development and Licensing

24  Agreement; is that correct?

25       A.   Yes.
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2  (including Restoraderm) shall be in the sole name

3  of Collagenex and be the exclusive property of

4  Collagenex during the term and thereafter (the

5  trademarks)."

6            MR. JACKSON:  Same objection.

7  BY MR. ROCHFORD:

8       Q.   Did I read that properly?

9       A.   Yes.

10       Q.   This agreement ratifies the Letter of

11  Intent in terms of all trademarks being the

12  exclusive property of Collagenex, correct?

13       A.   That's how it's written.

14            MR. JACKSON:  Same objection.

15  BY MR. ROCHFORD:

16       Q.   There came a time that Skold and

17  Collagenex entered into another agreement in 2004;

18  isn't that correct?

19       A.   Yes.

20       Q.   You discussed that agreement briefly in

21  your sworn declaration, what's been marked for

22  identification as T148, at paragraph 9, if I could

23  direct your attention there.

24       A.   Yes.

25       Q.   At the beginning of that paragraph, you
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2  talk about Collagenex's motive for changing the

3  2002 agreement to create the 2004 agreement and

4  you indicate that they were financial motives

5  involved; isn't that correct?

6       A.   That's what I understand, yes.

7       Q.   You further state in that same paragraph

8  that the substance of the agreement, that being

9  the 2002 agreement, other than the timing of

10  payments, was intended to remain the same; isn't

11  that correct?

12       A.   That's what I understand, yes.

13       If you have to go off the record in a minute,

14  please do.

15            MR. ROCHFORD:  Let's take a short break.

16  That's fine.  The witness' needs are always

17  important.  We'll take just a couple of minutes,

18  and I should be able to conclude very quickly.

19       (There was a recess in the proceedings.)

20  BY MR. ROCHFORD:

21       Q.   Mr. Day, back on the record.  I'll ask

22  you to take a quick look at T143 for

23  identification, which is that Fowler study

24  Mr. Jackson asked you about.

25       A.   You're talking about this one?
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2       Q.   So you have that in front of you, T143,

3  the poster of the Fowler study?

4       A.   Yes.

5       Q.   When was that poster prepared?

6       A.   I don't know the exact date, to be quite

7  honest with you.

8       Q.   2005?

9       A.   I don't think it would be.  It would

10  be -- I'm trying to get my bearings on the dates.

11  I would have to say it would be -- I know the

12  study was conducted, if I'm not mistaken, in 2002

13  or early 2003.

14       Q.   I'm not asking you to guess.  If you

15  don't know --

16       A.   I don't know the answer.

17       Q.   As to that particular work that's

18  referenced in T143, Collagenex sponsored that

19  work; isn't that correct?

20       A.   That's correct.

21       Q.   Now, we talked a little bit about the

22  experimental samples that Mr. Skold sent over to

23  you and to Collagenex in late 2001 and early 2002.

24  Those were sent confidentially to Collagenex,

25  correct?
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2       A.   That's correct.  Versus what else?  Are

3  you asking any -- I'm not really sure.

4       Q.   That's all.

5            (Galderma Exhibit J was marked.)

6  BY MR. ROCHFORD:

7       Q.   There's an email string on here,

8  Mr. Day, on what's been marked as Galderma Exhibit

9  J.  The message I'd like to direct your attention

10  to is the second one there, the March 10, 2003

11  message from Mr. Skold to you.  You're welcome to

12  read the entire page, if you wish.

13       A.   Yeah.  Bear with me here.

14            (Witness reviewed the exhibit.)

15       A.   Okay.

16  BY MR. ROCHFORD:

17       Q.   Directing your attention to the

18  March 10, 2003 message from Mr. Skold to you,

19  you'll see the first paragraph there.  It says,

20  "Sounds like a good challenge to present the

21  technology for Ortho and Neutrogena.  The fact

22  that they called gives us some sort of advantage,

23  I think.  It will be extremely interesting since

24  it is my first time talking about it to a

25  company."
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2       Did I read that correctly?

3       A.   Yeah, you did.

4       Q.   Does that refresh your recollection that

5  that was the first time Mr. Skold presented

6  technology to a company?

7       A.   Well, that's what it says here, but

8  that's not what the case was because I presented

9  that technology with him to Ortho on September 11.

10       Q.   But that's what the document says.

11       A.   That's what the document says, but I'm

12  not sure why it says that.

13       Q.   Maybe because something had been

14  developed by March 10, 2003?

15       A.   That's up to you to talk to Thomas

16  about.

17            MR. ROCHFORD:  I'd like these next two

18  marked as the next two in line.

19            (Galderma Exhibit K and Exhibit L were marked.)

20  BY MR. ROCHFORD:

21       Q.   Let's start with K.

22            MR. JACKSON:  Objection.  Beyond the

23  scope of the direct.

24            MR. ROCHFORD:  I think his relationship

25  with Mr. Skold is certainly at issue here.
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2  BY MR. ROCHFORD:

3       Q.   Mr. Day, I'm showing you what's been

4  marked as Galderma Exhibit K, which is some emails

5  between yourself and Mr. Skold from September 28,

6  2010.

7       You've had a chance to look at that document?

8       A.   Yes.

9       Q.   That indicates that you are involved in

10  some type of development effort relating to

11  Mr. Skold's at that time what you referred to as

12  Restoraderm information, correct?

13       A.   That's what it says, yes.

14       Q.   What was that about?  What were you

15  doing at that time?

16       A.   I have to be honest with you.  I don't

17  remember.  I cannot answer the question.  After

18  looking at this, I cannot remember what it was

19  about.

20       Q.   So you don't recall attempting to engage

21  in some joint development activity with Mr. Skold

22  as of September 2010?

23       A.   I'm drawing a blank.  I'm sorry.

24       Q.   Let's take a look at Exhibit L, Galderma

25  Exhibit L, which is an email string between
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2  yourself and Mr. Skold.  This is you -- let me

3  start over for the record.

4       L is an email from you to Thomas Skold dated

5  February 1, 2013; isn't that correct?

6       A.   Um-hum.

7       Q.   Yes?

8       A.   Yes.

9       Q.   You've had a chance to look at that?

10       A.   I have.

11       Q.   And this refers to a possible

12  development deal that you are pursuing with a

13  prospective company; is that correct?

14       A.   Yes.

15       Q.   You had sent some items on Mr. Skold's,

16  as you call it, technology to a prospective

17  company; isn't that correct?

18       A.   That's correct.

19       Q.   Did this go any further than this email,

20  this opportunity?

21       A.   No.

22       Q.   Did Mr. Skold, in fact, ever respond to

23  you regarding this opportunity?

24       A.   I don't remember.

25       Q.   Have you attempted to develop any other
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2  opportunities relating to Mr. Skold's technology,

3  as you call it?

4       A.   No.

5       Q.   Are you aware that Mr. Skold has

6  recently entered into a deal relating to his

7  technology?

8       A.   I don't know any specifics on it.  Are

9  you talking between your client?

10       Q.   No.

11       A.   Other deals I don't know anything about.

12            (Galderma Exhibit M was marked.)

13  BY MR. ROCHFORD:

14       Q.   Mr. Day, I've put in front of you what's

15  been marked as Galderma Exhibit M, which is a

16  screenshot from the Quinnova.com website from

17  November 9, 2013, and it's the executive

18  management page.

19       I take it you're familiar with this page?

20       A.   Yes.

21       Q.   This includes your bio and the

22  biographies of the other members of executive

23  management at Quinnova?

24       A.   A snapshot of.

25       Q.   So they're snapshot bios of yourself and
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2  several other individuals; is that correct?

3       A.   Right.

4       Q.   You highlight your involvement with

5  Restoraderm in your snapshot bio; isn't that

6  correct?

7       A.   Along with other things as well,

8  correct.

9       Q.   Clearly the most prominent thing in here

10  is your discussion of your involvement with

11  Restoraderm, correct?

12       A.   That's your opinion, but I don't think

13  so.  That's one of the items that's in here.

14       Q.   Now, let me read a portion of your bio

15  in Exhibit M.

16       "In 2000, Mr. Day founded Rx-Pharma

17  Pharmaceuticals, Inc., a specialty pharmaceutical

18  business with two licensed products, Pandel and

19  Pro-Q and a delivery platform technology

20  Restoraderm."

21       Did I read that correctly?

22       A.   Um-hum.

23       Q.   Yes?

24       A.   Yes.

25       Q.   Now, no delivery platform Restoraderm
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2  existed in 2000, did it, sir?

3       A.   Repeat the question.

4       Q.   No delivery platform technology

5  Restoraderm existed in the year 2000, did it?

6       A.   I struggled with the dates on that

7  earlier.  Really I guess it came from -- no.  It

8  was between discussions with Thomas and I.

9       Q.   In 2000?

10       A.   I can't remember the exact date.  I'm

11  sorry.

12       Q.   Well, from our testimony today, we

13  talked about Mr. Skold's initial idea being

14  presented to you in September of 2001; isn't that

15  correct?

16       A.   Regarding -- as part of the Collagenex

17  deal, correct.

18       Q.   That was the first time that there had

19  been any discussion between you and Mr. Skold

20  regarding the delivery platform that later became

21  known as Restoraderm; isn't that correct?

22       A.   Pertaining to Collagenex, correct.

23       Q.   Had it ever come up in any other context

24  prior to September?

25       A.   In discussion, yes.
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2       Q.   So it's your testimony that you had

3  discussed the delivery platform of Mr. Skold's

4  that later became known as the Collagenex project

5  Restoraderm prior to September 2001?

6       A.   I just can't remember.  Sorry.  I do not

7  know the dates on that.

8       Q.   But you'd agree with me that there

9  certainly was no delivery platform technology

10  Restoraderm in the year 2000?

11       A.   I don't know.  That's something you're

12  going to have talk with Thomas about.

13       Q.   To your knowledge, did any delivery

14  platform technology known as Restoraderm exist in

15  the year 2000?

16       A.   I just told you that I'm not a hundred

17  percent sure on the date.  You can ask me a

18  hundred different ways.  I just can't remember the

19  exact date.

20       Q.   Going on in your snapshot bio, it reads

21  as follows:  "After building a sales force and

22  developing several products utilizing the

23  Restoraderm platform, he successfully negotiated

24  and consummated the sale of Rx-Pharma to

25  Collagenex Pharmaceuticals, Inc., assuming the
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2  position of Vice President, Dermatology,

3  Collagenex."

4       Did I read that correctly?

5       A.   You did.

6       Q.   Now, no products utilizing the

7  Restoraderm platform were developed while you were

8  at Rx-Pharma, were there, sir?

9       A.   That's correct.

10       Q.   So that's an incorrect statement in your

11  bio?

12       A.   Technically you're correct, I guess.

13       Q.   I don't know about technically.  In

14  reality I'm correct, right?  There were no

15  Restoraderm products, no products utilizing the

16  Restoraderm platform while you were at Rx

17  Pharmaceutical, were there?

18       A.   That's true.

19            MR. ROCHFORD:  I have nothing further.

20            MR. JACKSON:  You marked the Day

21  declaration an exhibit number?

22            MR. ROCHFORD:  I thought you did.  I

23  thought it was 148.

24            MR. JACKSON:  Yeah, I did.  I don't

25  think I introduced it.
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2            MR. ROCHFORD:  Are you done?

3            MR. JACKSON:  Yeah, I'm done.

4            MR. ROCHFORD:  Give me one second.

5       No questions at this time.

6            MR. JACKSON:  So that closes us.

7            (Whereupon, at 3:44 p.m., the taking of

8  the instant deposition ceased.)
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1               INSTRUCTIONS TO WITNESS

2

3      Please read your deposition over carefully

4 and make any necessary corrections. You should state

5 the reason in the appropriate space on the errata 

6 sheet for any corrections that are made.

7      After doing so, please sign the errata sheet

8 and date it.

9      You are signing same subject to the changes

10 you have noted on the errata sheet, which will be

11 attached to your deposition.

12      It is imperative that you return the original

13 errata sheet to the deposing attorney within thirty

14 (30) days of receipt of the deposition transcript by

15 you. If you fail to do so, the deposition transcript 

16 may be deemed to be accurate and may be used in court.
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CONFIDENTIAL

Thomas SkOld se 20
Wednesday September 05 2001 339 AM
Thomas Sköld

FW Schedule

Original Message

From Jeff Day ImailtoidavmvexceLcomj

Sent Tuesday September 04 2001 1010 PM

To Thomas Skdld

Subject Schedule

have confirned several meetings

Monday Arrival into Newark

Meeting with CollaGen ox

Tuesday AM meetIng with Neutrogena Ortho Derm

PM Depart for Phoenix

Wednesday 900 AM 1130 Medicis

am still waiting for Allorgan to confirm and ii we go there we will also meet with OMP Direct to Physcian sales

organization tocated outside of Los Angeles

Jeff Day

BIT
I- Ccpccei/tp/onl

IMQc2rn

fliT SKOLD-OO1 841

Arthur Jackson

From
Sent

To

Subject



CONFIDENTIAL

Arthur Jackson

Thomas

hope you are feeling better will contact you later this AM most
likely someone will pick you up around 1130

Follow up

Terry Cobb wanted to make sure you got this message to carl him this AM
John Klnzell Old you recieve thIs email as well John was Pres of Optime Liposomal Dehvery Co and just left

looking br new opportunities he might be great person to call for money and US expertIse It you dont have

his number call me this AM
I-lava you foflowed up with Bruce Simpson

Jeff Day

Original Message

From Thomas SknId

Sent Sunday February 17 2002 812 PM

To jeff Day

Subject In the States

Good moming Jeff

Wanted to lot you know that made it here to the Brick

have had stomach disease since Friday so the flight could have been more pleasant How ever am getting

better so should be airight by the time we meet br lunch

Enclosed please tind the RestoraDerm Formula including two important names

See you soon

Regards

Thomas

EXHIBIT

IL QSCt// on

ygo
EXHIBIT

c/

SKOLD-OO1 847

From
Sent

To
Sublect

Jeffrey Day

Monday February 18 2002 759 AM
Thomas Skold

RE In the States

2cYd



CONFIDENTiAL

Arthur Jackson

From Jeffrey Day jday@coilagenex.com
Sent Monday March 10.2003 1056 AM
To Thomas SkOtd

Subject RE Yesterdays meeting

Let me know the date the new product will be available

---Original Message-----

From Thomas SkbId thor.ras-skold@telia corn

Sent Monday March lot 2003 302 AM
To Jeffrey Day

Subject RE Yesterdays meeting

Good morning Jeff

Sounds like good challenge to present the technology for Oriho-Neutrogena The fact that they called gives us

some sort of advantage think It will be extremely interesting since it is my first time talking about it to

company

Should we iry to set the meeting up for 900 am We could have breaktaat at our hotel

wilt keep you posted about the progress with investor am fairly sure that the management will listen to

Thomas which means we have to agree on the price and how it should be paid Since Pathtinder wants to re-sign

an agreement due to their acquisition of Sea Ski we need to get as much into as possible to be able to make up

projections that you will use as base to value the company

Regards

Thomas

---Onginal Message-- --

From Jeffrey Day idaycoliegenex .com

Sent Sunday March 09 2003 526 PM

To Thomas SkOki

Subject RE Yesterdays meeting

Let me know when can get the new completed samples need to prepare for several meetings and

studies

Note Ortho-Neutrogena called to set up meeting at tefi A.ADI will set up for Fri or Sat Try to set up

the meeting wIth Bernie on Sunday except 12-230

Jeff Day

---Original Message-----

From Thomas Skold

Sent Friday March 07 2003 1146 AM

To Jeffrey Day

Subject RE Yesterdays meeting

Hi Jeff

Sure thing

will send him an E-mail requesting phone cat at his earliest convenience

By the way didnt proper congratulate you to what is about to see day tight in month

Congratulations to you and your family

Have great weekend

Regards

Thomas

Ps We are starting the BPO developing work on Tuesday On Tuesday evening we wilt fill the

propellant in both clobetasol-aerosol products and vehicle-aerosol products

EXHI

Cqtct/

1tI
Li

VflHIBIT
SKOLD-O01 860



-----Original Message---

From Jeffrey Day

Sent Friday March 07 2003 520 PM

To Thomas SkOld

Subject RE Yesterdays meeting

Thomas
it was great seeing you

Can you do me favor really important Joe Fowler is starting up two studies Pin Prick

versus Elamax and Hand Dermatitis for new Hasloraderrn Foam in fact the Pin Prtck

has started

Can you call him over the weekend to discuss both of these studies to make sure you arc

okay with them and you can get his initial feelings

Lidocaine Pin Prick versus Elamax to simply see If we are as efficaslous for pain

relief and in on-sett

Restoraderm Enhanced Pro study versus Aquaphor

Jeff Day

--Original Message

From Thomas SkOld

Sent Friday March 07 2003 455 AM

To Jeff Day Nancy Broadbent Robert Ashley

Subject Yesterdays meeting

Dear friends

Im finally home In Sweden alter this quick but very productive trip

Im happy to cay that Thomac really
liked what he saw and he will be working in our favor

to make this happen
He also mentioned that he would be the one from investor responsible for CollaGenex

investment based on share swap but also for any future investment He got good

impression of the company and very Important also of you personal Thank you all for

very good meeting

Have great weekend

Regards

Thomas

SKOL.D-OO1 861



TRADE SECRET/COMMERCIALLY SENSITIVE

Arthur Jackson

From JEFF DAY net

Sent Tuesday September 26 2010 2.45 PM
To Thomas Skold

Subject Thanks
r-t--

Thanks for great call today look forward to getting the Restoraderm information as we

prepare for the NIH grant.. Good luck tomorrow with Lars and Plots Put pressure on Lars to

get this done on his side

-I am working with attorneys cap tables stock purchase agreements license agreement

templates. This should all be ready in 7-10 days

Jeff

Original Message

From Thnmas Skld thomas-skoldtelia.com
Sent Tuesday September 29 2010 843 AM

To jyp@qomcast.net

Subject SI SV SV Emalling Cetaphil Brand Launches Cetaphilt Restoraderm@ -- new Line

of Products to.. FORT WORTH Texas Sept 14 -PRNewswire- -- .htm

Ok will do

Frn j4y%comcast.net
Skickat den 28 september 2210 1427
Till Thomas SkOld

rnne Re SI SV Emailing Cetaphil6 Brand Launches Cetaphiló Restoraderm -- new Line of

Products to. -- FORT WORTH Texas Sept 14 -PflNewswire- .htm

Call my cell 915

Hotel Room 407-996-1000 room SOS

use cell as back up 215-534-4549

EXHIBIT

Cqnce//4n

Yo01Q177

HI
Trade Secret/Commercially Sensitive SKOLD-0021 35
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ABOUT
EXCEIt1Ue Management

Qainnoea Vision

ExecutIve
JEFFREY DAY

Management
President CEO Founder

Advisory Board

Oar Technologies
Mr Day is commercial dmvelmipmeot specialist whose pnnian focus and expirtise is the dernaiitology marketplace

tIe ha.s held strateic sales marketing and managenient positions with major pharmaceutical rompamnea iirhiding
News

Allergan Pharmaceuticals and terndale t.aboratoiies In area Mr Day founded RxPharma Pharmaceaticala Inc

specialty pliarniaceutiral business ssitli two licensed products Pandel and Pro and delivery plattorm

teelinology Restoraderm After htalding sales torce arid developing ccv eral products utilizing the Restoi aderm

platform he aurresstulls negotiated ann consummated the sale of RxPharnia to ollaGenex Pharmaceuticals Inn

assuming the position of Vice President Dermatolos at ollauenex key to Mr Days suti ess in the

Poraiaceotical industrs is his strong ongoing relationships with the nieniber of the dermatology romnionity aod

ipitalizing on their experience antI expertise doring the development launch and sales of new products These

ongoing woi king elationstup are the basis for building iiis aluahle Advisory Boards and Steering Conun ittees and

aid tremendously in the socessstol lasnich ot on
iqae pcescnption cl rug prod ucts

IUMBERLY GLACKEN REIF

Senior Director of Finance Controller

Ms Reit has os ii ssars ot proisressis cxpenence in the lite sciences industrv She on Quii sun

P1 isrurseeu heals ni 20Cr pi ioi to the launch of their first eoni nierLial product at is Inch time she established the

companys financial nti ast curtoce Tontay she iii rects the actnicies ot finance corpoi its accounting risk

mniagiiiicrit soil corporate atfiins

Prior to joining Qj.amoiosa Ms Melt seas the Controller of ni ultipte early stage blo technology coni pamues She also

held financial positions
in Fortune 500 wholesale and retail

apparel companies Ms geif holds an Exerotis MBA

troin Drexel iversity tlS in Ai riionting from Loogwood t1nnersitv anil is irtitied Puhlic Accountant ui

Pennslvania

GLENN SCHLOEFFEL

Vice President Sales

Mr he hloeffnl has more tim
ii ymsrs of sales and sales management related experience in the medical and

liharmnaeecitical industry He began tus careei itti tohnson loluisrrn their Diagnostic Hospital Dis isbn and

piogressed to specialty sali position He mined terodale laboratories specialty pharmaceutical coaipanv in

rqgr and advanced quir
lls into Regional Sales Director Dunnig his tenore Eli Ferndale Laboratones Mr

SchloeIlel was part 01 noire than new OlC and branded prescnption diug product launches and built rueltiple

sates teams as the company grew from i4 tni Ru salea representatives across the country lie has
expertisi in huildin

ness sales tories and sales nianagement teams and related operations nptiouznig sales pertonniince as well us

riverseemg sales lorre tcaiaing Mr Schloeffel isa lsavyveteran withai sears of service retiringfmm the Naval

Resersns ni aooa

STEVEN SMITH

\eiee President Marketing

With niure than an years oh sales nnnrkenog ness prutliicts arid business developinierit exper
rear Mr Smith has

slieni
the

past years
in specially phatniaceotiral arid medical desire markels His expertise Eec in building

uurganieations taunclung products proctnit portfolio and liters eli nanagiment and rireaniz.ational leadership

Ivisile his espenence us dermatology is extensive Mr Snoth has also worked in piicliatry pediatrics plastic eurgen

oithnpeitics anit poman rare msrkits Eceinriog as dermatilogr sales representative with tohnsnn Johnson

Mi Sm tls heict ses ei al pus lions of nirreuising isiuonsihilits including ales leader ui iirai ketnig timid ha less

des elopiueut In addition to his recent tole is Regional \rce Pre ident at Stiefel USE company he iii sen cut in

the capacities oh Marketing Director rnil National Sales Director at tsso slirt
Ii speiialts pliacniaceiutiu

unipaiui pla rig
ciii is il rule in tie roni nier ral Li uncl iii Isith or gin iou tioi is aid si ci il pi escnlstion

plranni ic uticil proilui is

JAMES HAVILAND

Vice President Quality Assurance Regulatory Compliance Regulator Affairs

Mr has iland draw upon oser go wars oh product ties elopnient antI connnecciai expenence in the plrarnsaceutic.il

anti medical desire indnstcs Jim has held eserutive leadership positions in Quality Assurance and Regulatory

Affans for both largm soil small plisrma enmpaniea including lohnson lohtison Cents antI Barrier Therapeutics

His estcnsise experience in deiniatology is conrplemnemiled by work in oncology svuuuid care and animal health

products He ha been instrumental in establishing quality systems ssithin tttcl and ccinimercial operations on an

imiternatimniuil lrssis as ssnll us pros riling regutatuiry leadership thirnuglaiut the entire proiloct life cycle

isni 15e sisd iidi .sesiis

51-iiisr LII Ii Uciei Ull ii-ii isles is. at i.iaslslsss .si.i
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CONFIDENTIAL

Exhibit

Skold Galderma

tancetlation No 92052891

ot theory of the mode of action concerning this new technology
November 2001

er

The vehicle is designed in its choice of and share of lipids to resemble the

normal
lipid organisation of the stratum corneum Thus the administered

vehicle vill easily penetrate the lipid bilaver of the skin and in doing so

create temporary and reversible state of enhanced atrophy among the

bilayer

The enhanced atrophy in itself should then give rise to enhanced

energy levels said energy could promote active transport of the

to-be-carried substances into the skin and/or naturally and reversibly

occurring holes and disorganised patches in the lipid bilayer through which

the active substances could then pass more easily

It is vent well feasible that the temporary disarray in the lipid bilayer will

temporarily break up the organised structure of the bilayer and create micelles of

lipids with areas between them surrounding them through which

lipophobic/hydrophilic substances and compositions can enter the stratum

corneum

As the content of the vehicle resembles the natural lipid build-up of the skin the so

introduced new lipids will after short span of creative chaos easily blend in with

the natural lipid building stones of the lipid bilayer and thus not

permanently damage the skin

Thomas Skold

with

icy

LipoDerm Lipoid Restoraderm Technology

at

tate

oooio
SKOLD Galderma Cancellation No 92052897 Exhibit Book 59 SKOLD-000011
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

In the Matter of Registration Nos 2985751 and 3394514

Dated August 16 2005 March 112008 Respectively _____

Thomas SkOld

Petitioner

Galderma Laboratories

Registrant

Inc

am over the age of eighteen 18 and am competent to make this declaration

have personal knowledge of the matters which are the subject of this declaration

have been employed in the pharmaceutical industry with particular focus on

dermatology since the late 1980s Soon after 12 September 2001 Collagenex

Pharmaceuticals Inc acquired the assets of dermatology products company that

founded Rx-Pharma Pharmaceuticals Inc and became vice president

dermatology at Collagenex remained in that position until about September 2004

Since 2005 have been founder and the CEO of Quinnova Pharmaceuticals Inc

originally named Princeton Pharmaceuticals which since December 2010 has

been an affiliate of Amneal Enterprises LLC Quinnova focuses on dermatology

have and in 2001 and 2002 had expertise is the dermatology marketplace

attended meeting between Thomas SkOld and Collagenex at Collagenexs

Newton Pennsylvania location on or about 12 September 2001 the day after the

Exhibit

Skold Galderma

Cancellation No 92052897

Cancellation No 92052897

DECLARATION OF JEFFREY DAY

Jeffrey Day declare as follows

PUBLIC



memorable day of 11 September 2001 In the meeting Skold presented the

Restoraderm topical formulation technology his services in developing specific

Restoraderm formulations and his availability to provide specific formulations within

the technology for example formulations carrying specific drugs recall seeing in

connection with that meeting document with content substantially the same if not

identical to that attached hereto as Skold DecI Exhibit SKOLD-00001 Mode of

Action associated herewith when executed this Declaration and which used the

term Restoraderm to identify the topical formulation technology

In November and December of 2001 Skold transported samples of skin-care

formulations labeled Restoraderm to Collagenex Some of the samples were

transported from Sweden by Skold and some were mailed to me from Sweden

Skold further delivered such samples to me and Collagenex at the Caribean Derm

meeting in Puerto Rico which meeting occurred on or about 18 January 2002.

Primary participants of the 12 September 2001 meeting were SkOld Brian

Gallagher president of Collagenex Robed Ashley senior vice president

Commercial Development of Collagenix and myself These officers remained

together at Collagenex through at least about mid-year 2004

The services and product Skold was selling at the 12 September 2001 meeting were

for formulation of new dermatology products in the new vehicle he invented This

type of service is to be sold on an exclusive or well-defined exclusive field-of-use

basis or would be without substantial value Accordingly it is normal in the industry

PUBLIC
Declaration of Jeffrey Day Page



that selling of the services is to limited number of entities It is normal that limited

samples are provided if at all in selling presentations

am familiar with the process that lead to the 2002 Agreement between Skold and

Collagenex and am certain that SkOld would not have gained the 2002 contract

with Collagenex if he had not as he did send samples to Collagenex in November

and December 2001

Collagenexs motive for changing of the 2002 Agreement to create the 2004

Agreement were financial motives such as outlined in the SkOld DecI Exhibit

Ashley Email dated December 2003 associated herewith when executed this

Declaration The substance of the agreement other than the timing of payments

was intended to remain the same

10.ln the late 2001 early 2002 time frame the number of financially credible

dermatology development companies in the United States was limited My

recollection is that the following were the significant players

Johnson Johnson Neutrogena Ortho Derm related treated as

one
Novartis Pharmaceuticals

Medicis

Allergan

Galderma

Fujisawa

Ferndale Laboratories

Stiefel and

Connetics

11 .At the time Collagenex was just emerging into the group of significantly credible

dermatology development companies At the outside if have forgotten any players

PUBLIC
Declaration of Jeffrey Day Page



the number of significantly credible dermatology development companies in the

United States cannot have exceeded 15 in late 2001 or early 2002

12 During the 12 September 2001 meeting and during all of my subsequent work at

Collagenex the term Restoraderm was inextricably connected to the topical

formulation technology being developed for Collagenex by Skold am familiar with

the negotiations between SkOld and Collagenex and am sure that there was no

expectation by Collagenex that if it declined to further develop the Restoraderm

technology that it could keep title to the Restoraderm trademark

13 At declare under penalty of perjury under the laws of the United States of America

and 28 U.S.C 1746 that the foregoing is true and correct and that this declaration

was executed this 15th day of May 2013 in New York New York United States of

America

Respectfully submitted

Date
LI

By

Jeffrey

Attachments

Skbld DecI Exhibit SKOLD-00001 Mode of Action

Sköld DecI Exhibit Ashley Email dated December 2003 SKOLD-000036

PUBLIC
Declaration of Jeffrey Day Page



#374041 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD  

 
In the Matter of Registration Nos. 2985751; and 3394514 
 
Dated: August 16, 2005 & March 11, 2008, Respectively 
___________________________________   
Thomas Sköld, )  
 Petitioner )  
  ) 
 v. ) 
  )      Cancellation No. 92052897  
Galderma Laboratories, Inc., ) 

Registrant ) 
___________________________________ )  
 
 

 
SKÖLD NOTICE OF FILING SKÖLD DEPOSITION 

 
Pursuant to 37 CFR 1.123(h), Petitioner herewith files a true copy of the 

Deposition of Thomas Sköld, taken 13 November 2013. True copies of the exhibits 

introduced therewith are being filed under separate cover.  

 
  Respectfully submitted, 
 
 
 
Date:  July 2, 2014_________                    By: /Arthur E. Jackson/     
 
 Arthur E. Jackson, Esq. 
   New Jersey Bar No. 00288-1995 
    ajackson@mtiplaw.com 
    MOSER TABOADA 
    1030 Broad Street, Suite 203 
    Shrewsbury, NJ  07702 
    (732) 935-7100 
    (732) 935-7122 
    Attorney for Petitioner 



 

#374041 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD  

___________________________________   
Thomas Sköld, )  
 Petitioner, )  
  ) 
 v. ) 
  )      Cancellation No. 92052897  
Galderma Laboratories, Inc., ) 

Registrant ) 
___________________________________ )  
 
 

 
CERTIFICATE OF SERVICE  

 
I hereby certify that a copy of the foregoing Sköld Notice of Filing Sköld Deposition and 
the Public Version of the deposition referenced there in were sent by email on this 2nd 
day of July, 2014 to: 

 
Jeff.Becker@haynesboone.com 

 
And that the Trade Secret/Commercially Sensitive version of the deposition referenced 
therein were sent by mail to: 
 

Jeff Becker, Esq. 
Haynes and Boone, LLP 

2323 Victory Avenue - Suite 700 
Dallas, TX 75219 

 
 
 
 
 /Arthur E. Jackson/     
 Arthur E. Jackson 
 



1

      IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

        BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

In the Matter of Registration Nos. 2985751; and 3394514

Dated: August 16, 2005 & March 11, 2008, Respectively

____________________________
Thomas Skold,               )
                            )
          Petitioner,       )
                            )    Cancellation No. 92052897
v.                          )
                            )
Galderma Laboratories, Inc.,)
                            )
          Registrant.       )
____________________________)

      DEPOSITION OF THOMAS SKOLD, the Petitioner 

herein, called for examination, taken by and before 

Ann Medis, Registered Professional Reporter and

Notary Public in and for the Commonwealth of 

Pennsylvania, at the Harrisburg Hilton, 1 North

Second Street, Harrisburg, Pennsylvania 17101,

on Wednesday, November 13, 2013, commencing at

8:05 a.m.

Job No. 32504

PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

2

1 APPEARANCES:

2

3 On behalf of Petitioner

4     MOSER TABOADA

5     1030 Broad Street, Suite 203

6     Shrewsbury, New Jersey 07702

7     732.917.6323

8     BY:  ARTHUR E. JACKSON, ESQ.

9          ajackson@mtiplaw.com

10

11 On behalf of Registrant

12     HAYNES AND BOONE, LLP

13     30 Rockefeller Plaza, 26th Floor

14     New York, New York  10112

15     212.659.4984

16     BY:  RICHARD D. ROCHFORD, ESQ.

17          richard.rochford@haynesboone.com

18

19     HAYNES AND BOONE, LLP

20     2323 Victory Avenue

21     Suite 700

22     Dallas, Texas 75219

23     214.651.5262

24     BY:  LISA N. CONGLETON, ESQ.

25          lisa.congleton@haynesboone.com 

PUBLIC



PUBLIC



PUBLIC



PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

6

2         * INDEX OF GALDERMA EXHIBITS (Continued) *

3 GALDERMA NO.                     DESCRIPTION        PAGE
Exhibit E     Asset Purchase and Product            133

4               Development Agreement by and
              between Collagenex

5               Pharmaceuticals Inc. and Thomas
              Skold, dated as of August 19, 2004

6

Exhibit F     Asset Purchase and Product            134
7               Development Agreement by and

              between Collagenex
8               Pharmaceuticals Inc. and Thomas

              Skold, dated as of _____ __, 2004
9               SKOLD-000241 - 000775

10 Exhibit G     Email, 2/1/13, from J. Day to T.      142
              Skold, subject: Possible

11               Development Deal (Restoraderm)
              SKOLD-002042

12

13                       - - - -

14

15

16

17

18

19

20

21

22

23

24

25

PUBLIC



PUBLIC



PUBLIC



PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

10

1                         SKOLD

2      A.   Yes, I do.

3      Q.   If we go to page 9 of Exhibit T145, as

4 to Exhibit T125, could you read the notes?

5      A.   "These are Skold recollections of" --

6      Q.   We should probably pull out Exhibit

7 T125.

8      A.   "These are Skold recollections of

9 companies to whom Skold assisted in promoting the

10 Restoraderm technology during the term of Skold's

11 collaborative relationship with Collagenex.  In

12 parentheses are listed some of the people with

13 whom Skold interacted.  For companies marked with

14 an X, corroborating emails can be found as listed

15 above.  All of Skold's discussions with these

16 companies involve personnel from Collagenex."

17      Q.   Do you affirm that statement?

18      A.   Yes.

19      Q.   Exhibit 126, have you looked over the

20 text?

21      A.   I do.

22           MR. ROCHFORD:  Counsel, did you prepare

23 Exhibit 145, or did the witness?

24           MR. JACKSON:  Collaborative.

25           MR. ROCHFORD:  The notes, language
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2 and --

3      Q.   Retire from what position?

4      A.   As the CEO.

5           MR. ROCHFORD:  Note my objection to the

6 form of the question.  No foundation.

7      A.   In 2000 I decided to resign and retire

8 from my position as the CEO.  I had one year to

9 think about things because I wasn't supposed to

10 end my position until the summer of 2001.  And

11 during the spring and the summer is when the idea

12 to develop a technology based on things I learned

13 long before.  And it wasn't until August when I

14 really got started on the project, 2001.

15 BY MR. JACKSON:

16      Q.   When was the earliest that you

17 manufactured a Restoraderm product?

18           MR. ROCHFORD:  Object to form.  Vague,

19 foundation.

20      A.   In its real form, I would say October of

21 2001.

22 BY MR. JACKSON:

23      Q.   I have here an exhibit that we

24 designated T146 with your declaration of May 2013.

25      A.   Um-hum.

PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

14

1                         SKOLD

2      Q.   Exhibit T146 is the same as the

3 declaration that you signed in May 2013 except in

4 an obvious manner, a correlation between the

5 exhibits, two of the exhibits cited there and the

6 exhibits as denoted for trial.

7           MR. ROCHFORD:  I'm not following that

8 explanation, counsel.  What are you referring to?

9           MR. JACKSON:  If you look, say, at the

10 bottom of page 1 of the declaration where we refer

11 to the Exhibit E that was filed with the

12 declaration, Exhibit E equates to Trial Exhibit 8,

13 and you'll see the same correlation on page 5

14 where Exhibit D corresponds to Trial Exhibit T12.

15           MR. ROCHFORD:  Where is T8 in your 145

16 document?

17           MR. JACKSON:  T8 is page 59.

18           MR. ROCHFORD:  How about your appendix,

19 where is T8 referenced?  I see it.  It's on page 6

20 under Group B.  T8 is a theory document?

21           MR. JACKSON:  Yes.

22           MR. ROCHFORD:  I'm trying to understand

23 your terminology.  Then you're saying the document

24 that was Exhibit D to his declaration, T146, is

25 the same as your Trial Exhibit T12?
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2      A.   Yes, I did.

3      Q.   Your services?

4           MR. ROCHFORD:  Object to the form.

5 Foundation.

6 BY MR. JACKSON:

7      Q.   At that meeting did you present your

8 services in developing specific formulations of

9 the Restoraderm technology?

10           MR. ROCHFORD:  Same objection.  There

11 was no Restoraderm technology at that time.

12      A.   Yes, I did.

13 BY MR. JACKSON:

14      Q.   Did you present your availability to

15 provide and make specific formulations within the

16 technology?

17      A.   Yes, I did.

18           MR. ROCHFORD:  Same objection.

19           MR. JACKSON:  Noted.

20 BY MR. JACKSON:

21      Q.   Did that include formulations with

22 specific drugs?

23      A.   Yes.

24           MR. ROCHFORD:  Objection.  Foundation.

25
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2 BY MR. JACKSON:

3      Q.   At that meeting did you show Collagenex

4 a document substantially the same as, not

5 identical to that found as Trial Exhibit T8?

6      A.   Yes, I did.

7      Q.   You remember that, but do you want to

8 look it up at page 59.

9      A.   I just looked it up.

10           MR. ROCHFORD:  Same objection, move to

11 strike.

12 BY MR. JACKSON:

13      Q.   In that meeting, did that meeting lead

14 to an agreement to work collaboratively with

15 Collagenex?

16      A.   Yes, it did.

17           MR. ROCHFORD:  Objection.  Foundation.

18      A.   A Letter of Intent in December 2001 and

19 an agreement, licensing agreement in

20 February 2002.

21 BY MR. JACKSON:

22      Q.   So during what period did you work

23 collaboratively with Collagenex on the Restoraderm

24 technology?

25           MR. ROCHFORD:  Object to form.
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2 BY MR. JACKSON:

3      Q.   Did you use the phrase Restoraderm

4 technology when you met with Collagenex?

5      A.   Yes, I did.

6           MR. ROCHFORD:  Object to form,

7 foundation.  Move to strike.

8 BY MR. JACKSON:

9      Q.   Did you use the phrase Restoraderm

10 technology when you met with J & J, Johnson &

11 Johnson?

12      A.   Yes, I did.

13           MR. ROCHFORD:  Object to form, move to

14 strike, both on form and foundation grounds and

15 note my hearsay objection to the same colloquy

16 relating to Collagenex.

17 BY MR. JACKSON:

18      Q.   Did Johnson & Johnson have more than one

19 of its internal entities at the meeting that you

20 had with it?

21      A.   Can you repeat that?

22      Q.   Were there representatives of Neutrogena

23 and Ortho and McNeil at the Johnson & Johnson

24 meeting?

25      A.   Yes.  I believe there were probably 10
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2 or 12 people in the room when we presented.

3      Q.   Did the planned meeting with Medicis in

4 Phoenix occur?

5      A.   No, it did not.

6      Q.   Was there a substitute meeting?

7      A.   There was a phone call on September 12

8 instead of flying out on September 11 since there

9 was no flights flying that evening.

10      Q.   So there was a discussion with Allergan

11 about the technology in that teleconference?

12      A.   Medicis.

13      Q.   Medicis?

14           MR. ROCHFORD:  Objection.  Leading,

15 foundation, hearsay.

16      A.   But that is correct.

17 BY MR. JACKSON:

18      Q.   Did Medicis have before, in your words

19 or in documents sent to it, the terminology

20 Restoraderm technology?

21           MR. ROCHFORD:  Objection.  Compound,

22 leading, foundation, hearsay.

23      A.   Yes, they did.

24 BY MR. JACKSON:

25      Q.   Did the meeting with Allergan come to
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2 pass?

3      A.   It never took place in 2001.

4      Q.   And that was because?

5      A.   First of all, we weren't able to fly out

6 of the east coast at the date when we were

7 supposed to meet, and due to the September 12

8 meeting with Collagenex, I decided to go to length

9 to finalize an agreement with them rather than

10 talking to other potential clients.

11      Q.   With "them" being Collagenex?

12      A.   Correct.

13      Q.   Did you present, provide to Allergan in

14 paper or in telephone discussion a phrase,

15 Restoraderm technology?

16           MR. ROCHFORD:  Object to form, compound

17 also foundation, hearsay.

18      A.   Yes.

19 BY MR. JACKSON:

20      Q.   Did you in late 2001 transport samples

21 of a topical formulation that you labeled

22 Restoraderm to Collagenex?

23      A.   Yes, I did during --

24           MR. ROCHFORD:  Objection, foundation,

25 form, hearsay.
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2           MR. ROCHFORD:  What was that?

3           THE WITNESS:  Lipoderm in the delivering

4 of samples in 2001, the label said Lipoderm

5 Restoraderm technology, so both the product name

6 and the technology name, and in 2002 January it

7 only said the Restoraderm technology.

8           MR. ROCHFORD:  Object, move to strike.

9 Foundation.

10 BY MR. JACKSON:

11      Q.   Did that Caribbean Derm meeting in

12 Puerto Rico, did that occur on or about

13 January 18, 2002?

14      A.   Yes, it did, and about a week after.

15      Q.   That meeting, fair to say it proceeded

16 for about a week?

17      A.   Proceeded for a week, correct.

18      Q.   The samples that you you've spoken of,

19 the samples you delivered to Collagenex in 2001

20 and January 2002, were they formulated in Sweden?

21      A.   Yes, they were.  The 2001 formulations

22 were made in my laboratory, and the 2002 were

23 manufactured at something called the Institute of

24 Surface Chemistry which is part of the Royal

25 Institute of Technology in Stockholm, Sweden.
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2 supervise provision of the formulation that was

3 labeled Restoraderm?

4      A.   Yes, I did.

5           MR. ROCHFORD:  Object to form,

6 foundation.

7 BY MR. JACKSON:

8      Q.   Do you recall roughly what kinds of

9 monies you were paid under the 2002 licensing

10 agreement that is Trial Exhibit T2?

11      A.   Do we not have that as an exhibit

12 somewhere, so I can feel more comfortable about

13 numbers?

14      Q.   I believe you can refresh your memory

15 from it.

16      A.   From this one?

17           MR. ROCHFORD:  He can't refresh his

18 memory unless you ask him to so it's clear on the

19 record what he's doing.

20 BY MR. JACKSON:

21      Q.   Are you refreshing your memory from

22 Exhibit T146?

23      A.   Yes, I am.  But it feels like the

24 numbers I'm reading right now are the total amount

25 generated under both agreements, I think.  That's
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2 relationship with Collagenex, that amount was?

3      A.   About .

4      Q.   Did, in answering that question, you

5 refresh your memory by referring to Exhibit T146?

6      A.   That is correct.

7           MR. ROCHFORD:  Same objections.

8 BY MR. JACKSON:

9      Q.   In your opinion, would you have

10 formalized finalized the agreement with Collagenex

11 if you had not delivered to Collagenex sample of

12 the formulation?

13      A.   I believe not.

14           MR. ROCHFORD:  Objection.  Foundation.

15 Relevance.

16 BY MR. JACKSON:

17      Q.   In the 2001, 2002 timeframe, were the

18 companies that were -- the United States companies

19 that were credible for developing dermatology

20 products, was that a limited pool of companies?

21           MR. ROCHFORD:  Objection, form.

22      A.   I would say they were.

23 BY MR. JACKSON:

24      Q.   About how many companies do you think

25 that was in that timeframe?
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2      A.   About ten or a little bit above.

3           MR. ROCHFORD:  Also object on relevance

4 and materiality grounds to this chain of questions

5 about U.S. companies.

6 BY MR. JACKSON:

7      Q.   Is the list that is found on page --

8 overlapping page 4 and 5 of Trial Exhibit T146, is

9 that an accurate reflection of your memories of

10 some of those ten or so companies?

11      A.   Yes.

12           MR. ROCHFORD:  Same objections.  Form,

13 lack of foundation.  Lack of qualification to

14 provide anything in the form of expert testimony.

15 Lack of notice under the applicable rules of any

16 attempt to offer expert testimony as well as

17 relevance and materiality and competence.

18 BY MR. JACKSON:

19      Q.   From your interactions with Collagenex,

20 did you understand -- were you given the motive

21 for changing the 2002 agreement to the 2004

22 agreement?

23           MR. ROCHFORD:  Object to form.

24      A.   It was brought up by Rob Ashley.  I

25 guess it is the T12 that I just looked up, isn't
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2 it?  Page 84.

3 BY MR. JACKSON:

4      Q.   It is page 84.

5           MR. ROCHFORD:  Where are these page

6 numbers you're referring to, counsel?

7           MR. JACKSON:  There's a string.

8           MR. ROCHFORD:  Oh, I see.  The exhibit

9 book string at the bottom?

10           MR. JACKSON:  Yes.

11      A.   So that -- page 84 would be a little bit

12 what started it, and that was during 2003, and

13 Collagenex struggled with how they would put money

14 that they spent and they didn't want them to hit

15 the P & L.  And then came also -- what was that

16 the name -- the Enron business in the U.S., Enron

17 I think it was.  So they wanted to restipulate the

18 agreement so that they could -- for better

19 bookkeeping management.

20           MR. ROCHFORD:  Move to strike as

21 nonresponsive, relevance, materiality, foundation.

22 BY MR. JACKSON:

23      Q.   Could you --

24           MR. ROCHFORD:  Competence.

25
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2 BY MR. JACKSON:

3      Q.   Could you set forth what you meant by P

4 & L?

5      A.   That any money that would either go to

6 me as a milestone, consultant fee or clinical

7 study, at the first agreement would hit the P & L,

8 the profit and loss, instead of -- I'm not sure

9 what the terminology is here, but for us back

10 home, it puts it on the balance sheet rather than

11 the P & L.

12           MR. ROCHFORD:  Same objections and to

13 the previous extent I did not enter a hearsay

14 objection.

15

16

17

18

19

20

21

22

23

24

25
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2 BY MR. JACKSON:

3      Q.   Could you outline your September 11,

4 2001 meeting with J & J and how it differed from

5 the planned meeting?

6      A.   Well, Jeff Day and I came up.  The

7 meeting was supposed to start at 9:00 and go on,

8 more or less, the entire day.  And due to the

9 event, I think we ended up just having a meeting

10 for about two hours.  Everyone was relieved from

11 their work.

12      People went into the cafeteria and watched

13 the television rather than doing anything else.  J

14 & J was kind enough to arrange a hotel at the

15 Peddlers Inn that evening since I was supposed to

16 stay in Phoenix that night.

17      Q.   But you did have a meeting with J & J

18 that day?

19      A.   Yes, we did.  That was ongoing also in

20 2002.

21      Q.   That meeting was more abbreviated than

22 the meeting that had been planned?

23           MR. ROCHFORD:  Objection.  Leading.

24      A.   Very much so.

25
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2 BY MR. JACKSON:

3      Q.   During the course of your relationship

4 with Collagenex, where was the Restoraderm

5 formulation formulated?

6           MR. ROCHFORD:  Object to form.

7      A.   2001 at my lab.  2002 in the beginning,

8 at the Institute of Surface Chemistry and further

9 on also during 2002 at something called the

10 Swedish Apoteket, a government-owned lab and

11 pharmacy company, 12,000 employees.

12 BY MR. JACKSON:

13      Q.   Were the formulations that you spoke of

14 in Sweden conducted under your direction and

15 supervision?

16      A.   Yes, they were, at least up until 2005;

17 2004, 2005.

18      Q.   I've previously asked you to review

19 Trial Exhibit T7, paragraph 1 of the narrative

20 text of the September 3 email there and that's at

21 page 57, the narrative text, meaning the text

22 after the heading and greeting; Exhibit T69 at

23 page 306 and 7, the second volume.

24      A.   You said 306 and 7?

25      Q.   Yeah.
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2           MR. ROCHFORD:  Counsel, it sounds like a

3 compound question.  Do you want to break it up?

4 BY MR. JACKSON:

5      Q.   Still I'd like to in the interest of

6 time do some consolidation.  I'm going to put on

7 the record the exhibits I'm speaking of.  The

8 exhibits we're speaking of and you previously

9 viewed, Mr. Skold, T7, particularly the first

10 paragraph of the narrative text, T69 in its

11 entirety, Exhibit T27, paragraph 2 of the

12 narrative text; T71, T73 the entire.  If you

13 recall these as you reviewed them, do these texts

14 confirm your planned meetings with Johnson &

15 Johnson, Medicis and Allergan?

16      A.   That's basically what they do.

17           MR. ROCHFORD:  Object to form, compound

18 question, vague.

19 BY MR. JACKSON:

20      Q.   Does Exhibit T70 at page 308 -- you

21 already have it --

22           MR. ROCHFORD:  These are all hearsay

23 exhibits that are being referred to.  Let me note

24 that objection.

25
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2      A.   Yes.

3 BY MR. JACKSON:

4      Q.   Is the phrase "Restoraderm technology"

5 used in Exhibit T9?

6           MR. ROCHFORD:  Object to form.

7      A.   That was -- yes, it is.

8 BY MR. JACKSON:

9      Q.   Was that phrase used in your meetings

10 with Johnson & Johnson and Collagenex?

11      A.   Yes, they were.

12           MR. ROCHFORD:  Object to form,

13 foundation, hearsay.

14 BY MR. JACKSON:

15      Q.   When and why was the flowchart that is

16 Exhibit T74 put together?  That is at page 313 and

17 314.

18      A.   I believe this was produced by myself in

19 late October, early November.

20      Q.   Of what year?

21      A.   2001, to become a small preliminary

22 business plan and budget for the same that I sent

23 to Jeff Day and Collagenex.

24      Q.   Does that exhibit use the phrase

25 "Restoraderm technology"?
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2 R & D facility in France.

3      Q.   If we look at Exhibit T58.

4      A.   283.

5      Q.   Thank you.  Does Quintin Cassady refer

6 to the Restoraderm project?

7           MR. ROCHFORD:  Objection, relevance.  I

8 note this is a document from 2009.

9      A.   This is from June 2, 2009, correct, and

10 subject "Restoraderm Update," and he talks about

11 being more involved in the Restoraderm project.

12 BY MR. JACKSON:

13      Q.   Does he speak of at the bottom of the

14 page plans for Restoraderm?

15      A.   Yeah, and he is also referring to the

16 topical dermatology technology known as the

17 Restoraderm.

18           MR. ROCHFORD:  Same relevance

19 objections.

20 BY MR. JACKSON:

21      Q.   Who was Quintin Cassady in the June 2009

22 timeframe?

23      A.   I believe he was the legal counsel.

24      Q.   For?

25      A.   Galderma.
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2      Q.   If you look at Exhibit T125 at page 417,

3 second volume -- we've already done this.  My

4 apologies.

5      A.   Yes, we have.

6      Q.   Let me ask in a different way.  Does

7 that confirm your recollections that you aided

8 Collagenex in promoting the technology?

9           MR. ROCHFORD:  Objection.  Relevance by

10 way of incorporated hearsay, foundation.

11      A.   That's correct.

12 BY MR. JACKSON:

13      Q.   In those promotions that Collagenex did,

14 as you recall from your interactions with

15 Collagenex and the parties being promoted to, were

16 you presented by Collagenex as the inventor and

17 technical resource on Restoraderm technology?

18      A.   Yes, I was.

19           MR. ROCHFORD:  Object to form, hearsay.

20      A.   Yes, I was.

21 BY MR. JACKSON:

22      Q.   Just for the record, I'm going to ask

23 you to identify some of the people that you

24 interacted with.

25      In the 2001, timeframe, what was Rob Ashley
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2 at Collagenex?

3      A.   He was director of commercial

4 development and the second man, second person in

5 command after Brian Gallagher.

6      Q.   In that 2001-2004 timeframe, who was

7 Jeff Day at Collagenex?

8      A.   VP of dermatology.

9      Q.   Who was Greg Ford at Collagenex?

10      A.   Greg Ford was business development.  He

11 started, I think, 2004.

12      Q.   Was he head of business development?

13      A.   Yes.

14      Q.   Who was Andrew Powell at Collagenex?

15      A.   Legal counsel at Collagenex.

16      Q.   Chief legal counsel?

17      A.   Yes.

18      Q.   Who was Art Clapp at Galderma?

19      A.   Business development.

20           MR. ROCHFORD:  Objection, foundation.

21 BY MR. JACKSON:

22      Q.   Who was Brad Zerler at Collagenex?

23      A.   Research and development at Collagenex

24 and a project manager.

25      Q.   Could you provide us with your view of
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2 how your relationship with Collagenex proceeded

3 over the years, 2002 to 2008?

4           MR. ROCHFORD:  Objection, relevance,

5 foundation.

6      A.   We worked very closely for the first

7 number of years, from 2002 up until 2005, 2006.

8 But in 2004, 2005 there was a management shift,

9 and after that, they had difficulties in deciding

10 what they were about to do not just with

11 Restoraderm technology, but also with other

12 things.

13      We got, more or less, stonewalled from one

14 period or one year to another where they shifted

15 gears numerous times.  And that restrained our

16 relationship.  Up until the point where I had to

17 ask my attorney in New York to write a letter, I

18 believe, in 2006, which is part of the exhibits, I

19 don't remember, and to the point where we during

20 2007 discussed this on a frequent basis; ended up

21 meeting Greg Ford, the business development

22 manager in July, August 2007 in New York at the

23 AAD meeting.  We had dinner together, where I

24 realized, reading between the lines, that

25 Collagenex would probably not continue the
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2 BY MR. JACKSON:

3      Q.   Andrew being?

4      A.   Andrew Powell, legal counsel of

5 Collagenex.

6      Q.   Could you provide us a view of your

7 relationship with Galderma from when it acquired

8 Collagenex in 2002 until November 2009 when they

9 terminated the agreement?

10           MR. ROCHFORD:  Did you mean to say 2002

11 counsel?

12           MR. JACKSON:  No.  2008.

13           MR. ROCHFORD:  Can you start over so I

14 can get a clean question.

15 BY MR. JACKSON:

16      Q.   Could you provide us with your view of

17 your relationship with Galderma from when it

18 acquired Collagenex in 2008 until it sent you a

19 termination letter for the 2004 agreement in

20 November 2009?

21           MR. ROCHFORD:  Objection, relevance,

22 foundation.

23      A.   I contacted Art Clapp, since I met him

24 in 2004 when Galderma had an interest in

25 Restoraderm technology.  I did so in March, so
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2 to keep the trademark.

3           MR. ROCHFORD:  Just so it's clear, I

4 move to strike the last response on grounds of

5 hearsay, relevance, foundation, speculation.

6      A.   I heard this in early March.

7           MR. ROCHFORD:  You should probably wait

8 for a question.

9      A.   I thought I was still answering you

10 about the relationship.

11      And so I got a little bit upset; however, I

12 got an email two weeks later, one to two weeks

13 later from Art Clapp stating that their legal

14 division of Galderma was right now working on some

15 kind of a contract proposal to me.  But since

16 nothing happened with that, I contacted Quintin.

17           MR. ROCHFORD:  Move to strike the last

18 unprovoked response on all the same grounds.

19 BY MR. JACKSON:

20      Q.   If we look at Exhibit T59, at page 287,

21 in your email of December 16, 2009, on page 288,

22 you mention that --

23           MR. ROCHFORD:  Counsel, I'm not sure you

24 have the right date there.  I want to make sure

25 the record is clear.  You're referring to
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2 answer?

3           MR. ROCHFORD:  Objection.  Calls for

4 hearsay, relevance.

5      A.   On the conference call he denied that

6 that was the case.

7           MR. ROCHFORD:  Move to strike as

8 nonresponsive.

9 BY MR. JACKSON:

10      Q.   If we look at Exhibit T132, page 449,

11 the smaller of the exhibit books, is this your

12 recollection?  I think I'm repeating, but I'm

13 going to do it just out of caution.

14      Is this your recollection of the meetings,

15 the promotional meetings you had on Restoraderm

16 technology during the period 2001 to 2010?

17      A.   Yes, it is, at least the vast majority

18 of it.

19           MR. ROCHFORD:  Object to this on

20 relevance grounds, foundation, form, materiality.

21 And I think it also incorporates a hearsay

22 objection.

23 BY MR. JACKSON:

24      Q.   At these meetings referenced in Exhibit

25 T132, did you consistently use the term
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2 Restoraderm to refer to your technology and the

3 products made from it?

4      A.   Absolutely.

5           MR. ROCHFORD:  Object to form,

6 foundation, relevance hearsay.

7 BY MR. JACKSON:

8      Q.   Among the scientific meetings referenced

9 in Exhibit T132, were many of the major opinion

10 leaders in dermatology well represented there?

11           MR. ROCHFORD:  Object to form, calls for

12 expert testimony, and there's been no foundation

13 laid.  Calls for speculation, calls for expert

14 testimony.

15      A.   Majority of them were.

16           MR. ROCHFORD:  And relevance.

17 BY MR. JACKSON:

18      Q.   At the scientific meetings, did you

19 discuss in those Restoraderm technology,

20 identifying it as Restoraderm technology with

21 numerous such leading opinion leaders in

22 dermatology?

23           MR. ROCHFORD:  I'll have the same

24 objections, just the same.

25
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2 companies, can you say that the headquarters of

3 the companies listed in Exhibit T126 are correct?

4           MR. ROCHFORD:  Objection.  Relevance.

5      A.   Yes, I can.

6 BY MR. JACKSON:

7      Q.   And Exhibit T133, which unfortunately I

8 did not correlate to a page -- at page 450, does

9 that listing represent formulations of Restoraderm

10 that you have prepared or supervised the

11 preparation of in the time period of 2001 till the

12 current day?

13           MR. ROCHFORD:  Objection, relevance,

14 form, speculation.  There's no details here.

15      A.   In reading it, it is correct, because it

16 states products developed in collaboration with

17 Collagenex, products developed independently of

18 Collagenex, which is also correct.  Products

19 developed independently by myself is also correct.

20 The launchable products is also correct.

21 BY MR. JACKSON:

22      Q.   Could you tell us of your more recent

23 efforts to promote Restoraderm technology?

24           MR. ROCHFORD:  Objection, relevance,

25 form, foundation.

PUBLIC



PUBLIC



PUBLIC



PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

56

1                         SKOLD

2 obstacles?

3           MR. ROCHFORD:  Same objections.

4      A.   Major ones were that they weren't able

5 to make up their mind trying to be within the

6 agreement of 2004, which was why they kept

7 shifting gears every six months.

8 BY MR. JACKSON:

9      Q.   After you received the patents back from

10 Galderma, were there still obstacles to your

11 promotional efforts?

12           MR. ROCHFORD:  Same objections.

13      A.   Yes.  As I mentioned before, the patent

14 portfolio was not functionable for various

15 reasons, and so I had first to take care of that.

16 And the credibility out in the community wasn't

17 really there in the early days.  Neither I went

18 out and declared the termination, nor did

19 Galderma.

20      So there were very, very few people that did

21 have any knowledge, which was very confusing.  And

22 also companies didn't feel comfortable without

23 knowing the details of the relationship between

24 myself and Galderma, still to this day actually.

25
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2 BY MR. JACKSON:

3      Q.   If we look at Exhibit T1 at page 1 of

4 the exhibit book, if we look at Mr. David Glazer's

5 email of August 17, 2004 and your response of

6 August 18, is there something more that we should

7 know about that discussion between you and David

8 Glazer?

9           MR. ROCHFORD:  Object to the form of

10 this.  Let me take a minute to read what you're

11 talking about.

12      I object to any hearsay response.

13      A.   I probably should say that David was not

14 part of the group that worked on this, the

15 agreement from the beginning.  Her name was Karen,

16 and Karen was on vacation this week.  So David had

17 to step in to do the schedules.

18      So David wrote to me on August 17 asking if I

19 had any more patents that I wanted to include in

20 the asset or trademarks, that we should include in

21 the trademark.  He's also making a comment where

22 he's saying also Collagenex has informed me that

23 it already owns the Restoraderm trademark.

24      And due to this email, we had a conference

25 call on the 18th to discuss, and there were no
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2 more patents which we included in the asset.

3 There were no more trademarks to include in the

4 asset.  And David confirmed that the trademark was

5 part of the asset.

6      Before I responded on the email back to

7 David, I also consulted my attorney in Sweden, and

8 after he agreed that both parties acknowledged

9 that it was part of the asset, that I could say

10 that we are in agreement.

11           MR. ROCHFORD:  I'm going to move to

12 strike that all as hearsay and as unintelligible.

13 BY MR. JACKSON:

14      Q.   Irrespective of David saying in the

15 teleconference or Nancy saying in the

16 teleconference, did you take the agreement set

17 forth the Restoraderm trademark was part of the

18 asset defined in that agreement?

19           MR. ROCHFORD:  I'm going to object to

20 hearsay, object to form, object to foundation.

21 It's all the terminology that's being used here

22 without definition.

23      A.   Yes, and, therefore, I confirmed that we

24 are in agreement.

25

PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

59

1                         SKOLD

2 BY MR. JACKSON:

3      Q.   If we look at Exhibit T147 which isn't

4 in the book, I'm about to hand out, could you

5 explain this exhibit to us, Mr. Skold?

6      A.   It is from February 22, 2010, and it's a

7 document showing that Galderma/Collagenex are

8 assigning over the patents to me.

9      Q.   Those are the patents that --

10      A.   The patents application.  Sorry.

11      Q.   That relate to Restoraderm?

12      A.   The Restoraderm technology, correct.

13      Q.   And the letter from you to Galderma

14 dated March 3, 2010?

15      A.   "Dear Nora, enclosed please find a

16 signed version of our assignments of patents.  I

17 hope with this that all matters relating to IP are

18 settled."

19      Q.   Could you explain your interpretation of

20 the term IP as you understood it, as you were

21 using it at the time?

22           MR. ROCHFORD:  I'm going to object,

23 calls for speculation, the document speaks for

24 itself.

25
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2           MR. ROCHFORD:  I'm going to object to

3 form, foundation.

4      A.   Page 291 and 292, yes, I did, shortly

5 after the termination on November -- which was

6 November 27th of 2009.  I did put together the

7 Restoraderm technology asset and what was supposed

8 to be reverted back to me.

9           MR. ROCHFORD:  Note, in addition, my

10 relevance objection to the entire line around the

11 Galderma issues.

12 BY MR. JACKSON:

13      Q.   Does Exhibit T61 separately list patents

14 and trademarks?

15           MR. ROCHFORD:  Same objections.

16      A.   Yes, and it lays out in regards to

17 development studies and published data.  That also

18 can be related to our contract.

19 BY MR. JACKSON:

20      Q.   Exhibit T58 at page 283.

21           MR. ROCHFORD:  What page, counsel?

22           MR. JACKSON:  283, larger book.

23 BY MR. JACKSON:

24      Q.   And it's paragraphed numbered 1 and it's

25 section numbered 1 of three types of studies; is
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2 that correct?

3           MR. ROCHFORD:  Objection, relevance.

4      A.   "Galderma is currently conducting the

5 following studies using its own protocols:

6 Technical manufacturing feasibility study,

7 stability studies, and skin barrier recovery

8 tests."

9 BY MR. JACKSON:

10      Q.   When you received returns from Galderma

11 pursuant to Section 8.5 of the 2004 agreement, did

12 you receive any results of these studies?

13           MR. ROCHFORD:  Same objection,

14 relevance.

15      A.   No.  I did not receive anything that had

16 been ongoing from 2008 up until November 27, 2009

17 except for the emails between myself and the R & D

18 facility in France.

19 BY MR. JACKSON:

20      Q.   If we look at Exhibit T3, page 41, the

21 portion at page 41 in the exhibit book and we look

22 at subsection (b)(iii), could you read that for

23 us, Mr. Skold.

24      A.   "Collagenex shall transfer to Skold the

25 purchased assets and additional records relating
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2 to such terminated products.  Such transfer shall

3 be accompanied by documentation, data and

4 information related to the purchased assets that

5 can be transferred by Collagenex."

6      Q.   If we look at Exhibit T3, Section 1.3

7 which is found at page 24 of the exhibit book...

8           MR. ROCHFORD:  Move to strike the last

9 question and answer on relevance grounds.

10      What page, counsel?

11           MR. JACKSON:  Page 24.

12 BY MR. JACKSON:

13      Q.   Could you read Section 1.3?

14      A.   "'Additional records' means any and all

15 records or documentation in whatever form

16 pertaining to the development, marketing or sales

17 of a product and originating from or generated by

18 Collagenex under this agreement such as, but not

19 limited to, batch protocols, sterility protocols,

20 clinical trial documentation, specification over

21 raw materials and marketing materials."

22           MR. ROCHFORD:  Same objection,

23 relevance.

24 BY MR. JACKSON:

25      Q.   Based on these requirements of the
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2      A.   Always.

3           MR. ROCHFORD:  Object to form, calls for

4 speculation, hearsay.

5      A.   Always.

6 BY MR. JACKSON:

7      Q.   If we turn to Exhibit T6, page 51, if we

8 look at the paragraph numbered 1, could you read

9 the second full sentence thereof beginning

10 "Restoraderm technology..."?

11      A.   "...means the topical drug delivery

12 technology developed by Skold and covered in

13 provisional application filed on March 13, 2002."

14           MR. ROCHFORD:  Objection, speaks for

15 itself, relevance, foundation.

16 BY MR. JACKSON:

17      Q.   That's sufficient reading, Mr. Skold.

18      Does that language confirm your impression

19 from your discussions with Collagenex that the

20 term Restoraderm was exclusively used to refer to

21 the technology?

22           MR. ROCHFORD:  Object to form, hearsay

23 relevance, foundation.

24      A.   Yes, it does.

25
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2 BY MR. JACKSON:

3      Q.   Thank you.

4      If we turn to Exhibit T11 at page 63 of the

5 exhibit book, if you could read Section C of the

6 background that is -- could you explain what that

7 document is first?

8      A.   Bear with me.  Yep.  This is the second

9 page on an agreement for License and Feasibility

10 Study Agreement between three parties, EpiTan

11 Limited, Australia; Collagenex Pharmaceuticals,

12 Pennsylvania; Thomas Skold in Sweden.

13      Q.   If you could read Section C of the

14 background at page 63.

15           MR. ROCHFORD:  I'll object.  The

16 document speaks for itself, relevance, foundation.

17      A.   "On 12 February 2002 Skold and

18 Collagenex, a specialty pharmaceuticals company,

19 entered into a cooperation, development and

20 licensing agreement (the Skold license agreement

21 as defined in this agreement) under which, amongst

22 other things, Skold agreed to grant an exclusive

23 worldwide license to Collagenex for certain

24 Restoraderm (as defined in this agreement)."

25      Q.   Does that language confirm your view
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2 based on your discussions with Collagenex that the

3 term Restoraderm was exclusively used to refer to

4 your technology?

5           MR. ROCHFORD:  Objection, relevance,

6 calls for a hearsay response, foundation.

7      A.   Yes, it does.

8 BY MR. JACKSON:

9      Q.   If we would turn to page 66 also in the

10 same exhibit, T11, if you would Section 1.1 which

11 starts earlier, if you would read the definition

12 of Restoraderm?

13           MR. ROCHFORD:  Same objections.

14      A.   "Restoraderm means the water-based lipid

15 topical drug delivery and skin barrier restoration

16 technology (lipoid technology) that is the subject

17 of the Skold licensing agreement."

18 BY MR. JACKSON:

19      Q.   Does this language confirm your view

20 based on your discussions with Collagenex that the

21 term Restoraderm was exclusively used to refer to

22 your topical technology?

23           MR. ROCHFORD:  Same relevance

24 objections.  The document speaks for itself, calls

25 for a hearsay response.
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2      A.   Yes, it does.

3 BY MR. JACKSON:

4      Q.   If we would look at Exhibit T12 at page

5 84, if you would read from the first line to the

6 second line of the bulk text of the email.  First

7 explain what that document is, Mr. Skold.

8      A.   This document was brought up recently

9 since it is an email from Rob Ashley, Collagenex,

10 referring to that we have to rework the agreement.

11      Q.   Did someone at Collagenex forward this

12 email to you soon after its e-mailing?

13      A.   Yes.

14      Q.   Could you read from line 1 of the bulk

15 of that through line 2, the text that begins

16 "Skold is the inventer..."

17      A.   Not from here.

18      Q.   The body of the email after "Gentlemen,"

19 the first line.

20           MR. ROCHFORD:  I'm going to object on

21 relevance grounds.

22      A.   "Appended is the Skold agreement with a

23 couple of additional minor amendments.  Paul and

24 Colin, Skold is the inventor and developer of

25 Restoraderm."
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2 BY MR. JACKSON:

3      Q.   Does this document confirm your view

4 that you formed from your discussions with

5 Collagenex that the term Restoraderm was

6 exclusively used to refer to your topical dermal

7 technology?

8           MR. ROCHFORD:  Same objections, form,

9 foundation, relevance, hearsay.

10      A.   Among other things, yes.

11 BY MR. JACKSON:

12      Q.   Could you look at Exhibit T15 at page

13 101.  Could you explain what this document is?

14      A.   This is an email from Jeff Day, the VP

15 of dermatology at Collagenex, sent July 19, '04 to

16 me where he is asking what the pH level range is

17 for Restoraderm.

18      Q.   Is that fairly much a direct quote?

19 Does he say, "What is the pH level for

20 Restoraderm?"

21      A.   Correct.

22           MR. ROCHFORD:  Objection, relevance, the

23 document speaks for itself.

24 BY MR. JACKSON:

25      Q.   Does this document confirm your view
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2 based on your discussions with Collagenex that the

3 term Restoraderm was exclusively used by

4 Collagenex to refer to your topical dermal

5 technology?

6           MR. ROCHFORD:  Same objections,

7 relevance, foundation, hearsay.

8      A.   Yes.

9 BY MR. JACKSON:

10      Q.   I think that's a sampling of that.

11 That's enough.

12           MR. JACKSON:  So we're done for now.

13           MR. ROCHFORD:  Off the record.

14     (There was a recess in the proceedings from

15              10:38 a.m. to 12:43 p.m.)

16

17
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19

20

21
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23
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2           MR. ROCHFORD:  Back on the record,

3 counsel?

4           MR. JACKSON:  Good with us.

5           MR. ROCHFORD:  On the record.  Let me

6 initially note that due to the nature of this

7 proceeding, we will be through cross-examination

8 making offers of proof relative to some evidence

9 that we have objected to since objections are not

10 ruled on until later on in the proceeding.  We do

11 not waive any objections by virtue of taking these

12 matters up during cross-examination or otherwise.

13 I just wanted to be clear.

14                  CROSS-EXAMINATION

15 BY MR. ROCHFORD:

16      Q.   Good afternoon, Mr. Skold.  I introduced

17 myself earlier.  I'm Rich Rochford.  I'm going to

18 ask you some questions on behalf of Galderma.

19      Jeff Day is a close friend of yours, correct?

20      A.   And has been so since I think '97; how

21 close you can be with living that far away, but

22 you would probably say that we are fairly close

23 friends, not that I know he's friends, so not that

24 close.

25      Q.   But in terms of the personal
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2 it could have been Rob Ashley, I imagine it would

3 be Rob Ashley to ask if we could use their

4 conference room.  The following meeting at the

5 same time wasn't planned.

6      Q.   I had understood that during the first

7 week of September 2001, Mr. Day set up meetings

8 for you in the United States.  Let's start there.

9 Is that correct, did he perform that function?

10      A.   Yes.

11      Q.   Why did he do that?

12      A.   You'll have to ask him.  I would say

13 that it was partly on a personal basis, and I

14 imagine he was hoping that something would be in

15 it for him in the end.

16      Q.   Was there anything in it for him in

17 terms of a financial incentive in early

18 September 2001?

19      A.   Nothing on a piece of paper.

20      Q.   What did you discuss with him?

21      A.   That he would be remembered.

22      Q.   Anything more specific than that?

23      A.   No, no, not what I recall at least.

24      Q.   Was he, in fact, remembered at any point

25 for his efforts in helping you?
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2      A.   Not financially since he found himself

3 getting a position at Collagenex.  So there were

4 no reason for that.

5      Q.   So you believe that your discussions

6 with Collagenex with Mr. Day there helped him in

7 terms of acquiring a job at Collagenex?

8      A.   I can't speculate about that.

9      Q.   Did you ever discuss it with him?

10      A.   I don't think so.

11      Q.   Was Mr. Day working in early

12 September 2001?

13      A.   I believe he was working for himself.

14      Q.   Was he involved with an outfit called Rx

15 Pharmaceutical at that time?

16      A.   I think that was one of the things he

17 was into.

18      Q.   That was his own business?

19      A.   I believe so.

20      Q.   But he was no longer at Ferndale at that

21 time?

22      A.   No.  I'm pretty sure he wasn't at

23 Ferndale at that time.

24      Q.   And it was through Mr. Day's involvement

25 that your concept ended up at Collagenex for
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2 50 percent of the workforce there.  And I remember

3 in the meeting that led to a meeting, I believe we

4 probably talked for a while about the event,

5 because Brian Gallagher was having a financial

6 meeting at the Waldorf and was able to get out

7 just in time before they closed all the bridges

8 and tunnels and everything.

9      Q.   So your meeting at Collagenex on

10 September 12 was impromptu?

11      A.   What do you mean by impromptu?

12      Q.   It was impromptu, it was not previously

13 scheduled?

14      A.   Correct.

15      Q.   At that time you met with Mr. Day,

16 Mr. Gallagher and Mr. Ashley?

17      A.   That's correct.

18      Q.   You spent some time with them during

19 which you discussed the events of the day before

20 as well as your concept; is that correct?

21      A.   Yes.

22      Q.   So you hadn't provided Collagenex with

23 any material relating to your concept prior to

24 September 12, 2001, had you, sir?

25      A.   No.
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2      Q.   And do you recall providing anything to

3 them on that day?

4      A.   Not more than what I brought with me

5 that I was supposed to talk about seeing J & J,

6 Medicis and Allergan.

7      Q.   What was that?

8      A.   At that time I only had two documents

9 that I had picked out myself.

10      Q.   Take a look at T8, which I think is in

11 your book.  Let me say referring to the document

12 that's been marked for identification by

13 Petitioner as T8, and I'll use that same numbering

14 when I can when I use it as a reference.

15      A.   Yes.

16      Q.   So this was a confidential document of

17 yours, right, this document here?

18      A.   I'm not sure.  I'm not sure how

19 confidential it was.

20      Q.   Do you see where it says "Confidential"

21 on the top?

22           MR. JACKSON:  We can stipulate that's

23 part of this endeavor.  That's not part of the

24 original.

25
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2 BY MR. ROCHFORD:

3      Q.   Well, you still consider it

4 confidential, sir; isn't that correct?

5      A.   Well, I would still say there's

6 important pieces missing to throw out for a patent

7 application.  So I don't think I saw this as

8 confidential.

9      Q.   Because it was incomplete?

10      A.   It left out some details for people that

11 if they wanted to steal something, it didn't have

12 enough for them.

13      Q.   And this document T8 bears the date 5

14 November 2001, correct?

15      A.   It says November 5, yeah.

16      Q.   That's when you created it?

17      A.   No.  I believe that's when I amended it.

18      Q.   So it's your testimony today that you

19 created some version of T8 prior to November 5,

20 2001?

21      A.   The first version was drafted during the

22 summer in 2001.

23      Q.   But you don't have that version, do you,

24 sir?

25      A.   No.
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2      Q.   That version doesn't exist?

3      A.   No, not to my knowledge.

4      Q.   So there's no way to tell as to when

5 exactly you created the original in this document;

6 isn't that correct?

7      A.   There is no way to say when before

8 November 5, 2001 it was first drafted, no.

9      Q.   But it's your testimony today that you

10 gave some version of this to people at Collagenex

11 on September 12, 2001?

12      A.   Yes.

13      Q.   Now, looking at T8, in the big letters

14 on the top it says "A theory of the 'Mode of

15 Action' concerning this new technology."  Did I

16 read that properly?

17      A.   Um-hum.

18      Q.   "Yes" or "No."

19      A.   Correct.

20      Q.   So what you were laying out here is some

21 conjecture about how the vehicle that you describe

22 works; isn't that correct?

23      A.   Correct.

24      Q.   Do you recall how you might have changed

25 this document on November 5 from any prior
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2 version?

3      A.   Not exactly.

4      Q.   But it's your testimony that what you

5 gave to Collagenex on September 12, 2001 was

6 substantially similar, if not identical, to this

7 document; isn't that correct?

8      A.   Substantially similar.

9      Q.   And by that, by "substantially similar,"

10 you mean that the substance of the content was

11 very much the same, correct?

12      A.   I believe there is a little bit more

13 detail in this version and the version got more

14 and more detailed for every year that went by, but

15 it still says theory because not even today we can

16 be a hundred percent that this is actually what is

17 going on and why we see such good results.

18      Q.   But at that point you didn't have any

19 results, did you, sir, 2001?

20      A.   No clinical data if that's what you

21 mean.

22      Q.   Well, you hadn't done any stability

23 testing, isn't that correct, as of September 2001?

24      A.   I would say no.

25      Q.   You hadn't done any penetration testing?
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2 I'm going to ask you a question about it.

3      You say, "The vehicle is designed in its

4 choice of and share of lipids..."  You don't

5 specify the choice of or the particular share of

6 lipids that are used in the vehicle here, do you,

7 sir?

8      A.   No.  If you though would know what kind

9 of normal lipids we find in stratum corneum and

10 the cells, then you would know that it's limited

11 to a very few.

12      Q.   But it's not specified here?

13      A.   It's not specified.

14      Q.   Nor is the share of lipids specified,

15 correct?

16      A.   That's correct.

17      Q.   Looking two lines down, it refers to

18 "...the administered vehicle will easily

19 penetrate..."

20      That hadn't been confirmed at that time, that

21 it would easily penetrate the lipid bilayer, had

22 it, sir?

23      A.   Well, I would say that we were

24 theoretically very convinced of that fact due to

25 earlier work.
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2 still a theory.  This entire document is about the

3 theory.  So I cannot go out and be saying that I

4 know for sure everything.

5      Q.   Right.  And to that point, in the next

6 sentence you say, "...said energy could promote

7 active transport..."

8      That's again a theoretical choice of words,

9 correct?

10      A.   Right.

11      Q.   And it refers in the line after that

12 to-be-carried substances.  Those are not specified

13 in this document, are they, sir?

14      A.   They are not.

15      Q.   Then you use the words "and/or" to

16 indicate that it might work the way you described

17 it in subsection (a), or it might work in the way

18 you described it in subsection (b) perhaps, or

19 both or neither.  You don't know; isn't that

20 correct?

21      A.   I don't know today either.

22      Q.   In the next paragraph you say, "It is

23 very well feasible that the temporary disarray in

24 the lipid bilayer will temporarily break up..."

25      When you say "very well may," you're saying
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2 possible, correct?

3      A.   Would it be the same, possible.  I think

4 possible is probably a little bit too weak.

5      Q.   In any event, it was unproven at that

6 time, it was theoretical, correct?

7      A.   It is theoretical.

8      Q.   Then the last paragraph reads, "As the

9 content of the vehicle resembles the natural lipid

10 buildup of the skin, the so introduced new lipids

11 will after a short span of creative chaos easily

12 blend in with the natural lipid building stones of

13 the lipid bilayer and thus not permanently damage

14 the skin."

15      That's a somewhat vague expression of the

16 concept, right, Mr. Skold?

17           MR. JACKSON:  That's a fairly

18 argumentative form for an argumentative question.

19 Taking on the vague, I'd be okay with no problem

20 answering the question.

21      A.   Let me read it myself.  Would you please

22 repeat the question.

23 BY MR. ROCHFORD:

24      Q.   This last paragraph here above your name

25 indicates or describes a somewhat vague concept of
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2 your theory, correct?

3           MR. ROCHFORD:  And I'll note counsel's

4 objection.

5      A.   I don't see in what way it would be

6 vague.

7 BY MR. ROCHFORD:

8      Q.   You don't say how the vehicle resembles

9 the buildup of the skin.  You don't specify that

10 in that paragraph, do you, sir?

11      A.   For a skilled artisan, it would be

12 fairly obvious I would say.

13      Q.   But you don't define it, do you, sir?

14      A.   Not on this piece of paper.

15      Q.   You don't define what the short span of

16 creative chaos is in the second line, do you, sir?

17      A.   Time-wise, as answered before, we don't

18 know exactly, and it's very individual from one

19 person to another.

20      Q.   You don't even explain what creative

21 chaos is, do you, sir?

22      A.   Creative chaos is the same.  It's what I

23 would -- it may be a word easier to understand for

24 some than enhanced atrophy, because those two

25 means the same thing.
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2      Q.   And you say it won't permanently damage

3 the skin, but you don't say if there's temporary

4 damage and for how long in that paragraph, do you,

5 sir?

6      A.   We're saying that it's temporary because

7 we know the lipids are bending in with the

8 existing lipids in the skin after some time.

9      Q.   Now, in this theory document at the

10 bottom, you have the phrase "LipoDerm Lipoid

11 Restoraderm Technology."

12      Did I read that correctly?

13      A.   Yes.

14      Q.   That was added to the November 5 version

15 of this document.

16      A.   I don't think so.  I think it was there

17 before, but I'm not a hundred percent sure.

18      Q.   There's no way of checking, correct?

19      A.   No, not to my knowledge.

20      Q.   But it's your testimony that some

21 version, substantially similar version of T8 was

22 provided to Collagenex on September 12?

23      A.   Absolutely.

24      Q.   Of that concept theory document.

25      That's the only material you provided to
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2      A.   Yes.

3      Q.   I think you have in front of you a loose

4 copy of T146.  Do you have that in front of you?

5      A.   Is this the declaration?

6      Q.   Where it says Declaration.

7      A.   Yeah.

8      Q.   And you signed that under oath; am I

9 correct, Mr. Skold?

10      A.   Yeah.

11      Q.   On May 14, 2013, correct?

12      A.   Correct.

13      Q.   Now, if you look at paragraph 4 of your

14 declaration on page 1, you'll see several

15 sentences down it reads as follows, "At the

16 meeting, I showed Collagenex a document

17 substantially the same as, if not identical to,

18 that attached here to as Skold declaration Exhibit

19 E."

20      And as counsel has noted on this T146, it's

21 marked for identification Exhibit E equals Trial

22 Exhibit for identification T8, which we were just

23 looking at.

24      A.   Correct.

25      Q.   So your testimony in May, your sworn
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2 testimony was that you showed Collagenex a version

3 of T8.  Now, there's nothing in there about

4 showing, in your declaration, about showing

5 Collagenex any other document, is there, sir?

6      A.   No.  It doesn't say so.

7      Q.   And your declaration was submitted in

8 the context of responding to a motion to have your

9 case dismissed for lack of proof; isn't that

10 correct?

11      A.   I believe you're right.

12      Q.   So when you signed this declaration, you

13 were trying to submit all the proof that you

14 believed would support your position; isn't that

15 correct?

16      A.   I'm not sure I believe you're correct,

17 but at least the ones we thought was crucial.

18 Otherwise, I believe this document would have been

19 a little bit thicker.

20      Q.   So you don't consider the T9 document to

21 be crucial to your position, sir?

22      A.   Apparently not at this point.

23      Q.   Looking at T9, there's no date on this

24 document, is there, sir?

25      A.   What page was it again?  Sixty?  No.
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2 mean, if there was something that needed someone's

3 attention that had the experience with it.  But I

4 basically left at the summer break.

5      Q.   And the summer break in Sweden?

6      A.   Is mid summer, so mid June, end of June.

7      Q.   Since you retired from Ponsus, the work

8 you've done you've done under your own name,

9 Thomas Skold; isn't that correct?

10      A.   Correct.

11      Q.   So any type of consulting or formulation

12 work you've done, you've done as Thomas Skold; is

13 that correct?

14      A.   That's correct.

15      Q.   Now, this meeting with Collagenex on

16 September 12, that was a confidential meeting; was

17 it not?

18      A.   There was nothing signed that it was

19 confidential.

20      Q.   Did you have any expectation that people

21 at Collagenex could discuss the theory document

22 you gave to anyone else?

23      A.   I don't think I actually thought about

24 that at all at the time.

25      Q.   What was Mr. Day's role at that meeting
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2 or didn't get.

3      Q.   So you can't testify to any more than

4 that?

5      A.   I can't be a hundred percent sure.

6      Q.   Now, as to Medicis, instead of a

7 meeting, you had a brief conference call with

8 people at Medicis.  When did that occur?

9      A.   I would imagine it was a bit after

10 lunchtime, 1:00 or 2:00.

11      Q.   On which day, sir?

12      A.   You're talking about the phone call with

13 Medicis?

14      Q.   Yes.

15      A.   September 12.

16      Q.   So while you were at Collagenex, you

17 called Medicis after your morning meeting with

18 Collagenex; is that correct?

19      A.   No.  My meeting with Collagenex was

20 afterwards, as I recall it.

21      Q.   So you had an afternoon meeting with

22 Collagenex after you called Medicis.  And that was

23 a brief call with Medicis; is that correct?

24      A.   That was probably not more than -- I'm

25 guessing again -- but I would say 30 minutes.
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2      Q.   And you didn't provide any materials to

3 Medicis in connection with that call, did you,

4 sir?

5      A.   It was -- how would I do that?  Except

6 verbally.

7      Q.   So they didn't get any documentation

8 from you.  You just explained your theory to

9 Medicis during that call?

10      A.   Well, with Medicis, I can't say for sure

11 exactly when and how and maybe even if, but I'm

12 fairly certain that they had received more info

13 for us to talk about and not just something that I

14 had in my briefcase to show them.

15      Q.   What is your basis for that view?

16      A.   I wouldn't know why they would see me if

17 they didn't know anything more, but that's why I'm

18 saying what I'm saying.  But I'm not a hundred

19 percent sure exactly.

20      Q.   So you don't know for sure if Medicis

21 had any material or prior information about your

22 concept?

23      A.   Prior information they absolutely did,

24 but what kind of documents they had, I can't say.

25 But we had -- there was numerous calls with
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2 of discussions in the meeting with Collagenex, you

3 proceeded after the mid-September timeframe only

4 with Collagenex, isn't that correct, with respect

5 to your theory?

6      A.   I believe that I didn't come back home

7 until about a week after.  So it must have been

8 16th, 18th, something like that, Sunday, Sunday

9 after, at least, I know.  And I remember taking

10 most of that following week off.  And then it

11 wasn't more than a few days until Jeff Day

12 announced that he had now started working at

13 Collagenex.

14      I do not believe I had any further -- not

15 sure, but I do not believe that I had any contact

16 with Rob in between the meeting of September 12

17 and when Jeff Day started working for Collagenex.

18      Q.   You mean Rob Ashley?

19      A.   Rob Ashley, correct.

20      Q.   So you picked up with Collagenex after

21 you were back in Sweden and Mr. Day had joined the

22 company; isn't that correct?

23      A.   More or less.

24      Q.   And you didn't speak to anyone else once

25 those discussions began in earnest with
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2      A.   No.

3      Q.   Isn't it true that on your way in to J &

4 J, the first aircraft hit the towers and the

5 presentation was canceled even though you stayed

6 watching it all on TV in the cafeteria for the

7 entire day?

8      A.   Not the entire day.  We stayed for some

9 time after our introduction and presentations

10 before the crowd and Jeff Day brought me in his

11 car down to the hotel where I stayed afterwards,

12 which was something that J & J people booked for

13 me while we were watching the television.

14           (Galderma Exhibit A was marked.)

15 BY MR. ROCHFORD:

16      Q.   Let me show you what's been marked as

17 Galderma Exhibit A.

18           (Witness reviewed the exhibit.)

19      A.   Are we supposed to read it?

20 BY MR. ROCHFORD:

21      Q.   Yeah.  I'm watching you read it.

22           MR. JACKSON:  Are we focusing on the

23 first page?

24           MR. ROCHFORD:  Yes, we are.

25
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2 BY MR. ROCHFORD:

3      Q.   Have you had a chance to read the first

4 page?

5      A.   No.

6      Q.   Why don't you please do that.

7           MR. JACKSON:  If you'll trust that I

8 won't be coaching, I'll sit close enough.

9           MR. ROCHFORD:  You can sit close.

10      A.   Okay.

11           MR. ROCHFORD:  Let me just identify this

12 on the record.  What's been marked as Galderma

13 Exhibit A is a string of emails originally

14 produced under Skold Bates No. 00164 and 165 and

15 166, and I'd like to direct the witness' attention

16 now that he's had a chance to read it, to the

17 January 12, 2008 email from Thomas Skold to Joe

18 Willis.

19 BY MR. ROCHFORD:

20      Q.   Now, Mr. Willis was employed by Johnson

21 & Johnson at that time; isn't that correct

22 Mr. Skold?

23      A.   Sorry.  Again?

24      Q.   Mr. Willis was employed by Johnson &

25 Johnson?
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2      A.   When?

3      Q.   As of January 2008 when you sent this

4 email.

5      A.   I believe so.

6      Q.   And you are sending him a message

7 regarding a derm delivery system, and you state in

8 paragraph 2 or 3 of that message, "What is kind of

9 interesting is that on September 11, 2001, I was

10 scheduled to present my early findings of my

11 development efforts for your people in your New

12 Jersey office.  On my way in to your office, the

13 first aircraft hit one of the towers and the

14 presentation got canceled (even though I stayed

15 watching it all on TV in your cafeteria for the

16 entire day)."

17      Did I read that correctly, sir?

18      A.   Right.

19      Q.   Does that refresh your recollection that

20 the presentation to J & J, Ortho and Neutrogena on

21 September 11, 2001 was canceled?

22      A.   No.  It was not canceled.

23      Q.   Is this a false statement?

24      A.   It's not a false statement, but it's not

25 a correct statement.
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2      Q.   I have to say, Mr. Skold, I don't know

3 anyone who doesn't remember that day or that

4 morning with absolute clarity.

5      A.   I do remember it with absolute clarity.

6      Q.   As of January 12, 2008, your

7 recollection was the presentation got canceled?

8      A.   It doesn't necessarily have to be so,

9 but I still stated it, so...

10      Q.   So even though you said in 2008 that the

11 presentation had been canceled, it's your

12 testimony now that there was some type of

13 abbreviated introduction?

14      A.   For a few hours.

15      Q.   For a few hours?

16      A.   I would say we probably were doing it

17 between 9:00 and at least after 10:00, 10:30.

18      Q.   So the first aircraft hit one of the

19 towers in New York City between 8:00 and 9:00 a.m.

20 that morning; isn't that correct?

21      A.   I believe you're correct.

22      Q.   J & J's office are basically across the

23 river from that site; isn't that correct?

24      A.   We even saw it from there.

25      Q.   It's your testimony J & J proceeded with
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2 that Jeff Day might or might not have had were, do

3 you, sir?

4      A.   No.  I don't know that.

5      Q.   So as you've testified a few minutes

6 ago, after mid September of 2001, you proceeded

7 with private confidential negotiations with

8 Collagenex towards reaching an agreement to

9 develop your theory; isn't that correct?

10      A.   Yes.

11      Q.   Let me show you what's been marked for

12 identification as T61.  I think that's in your

13 book.

14           MR. JACKSON:  291.

15 BY MR. ROCHFORD:

16      Q.   I thought T61 was the flowchart.  Did I

17 have the wrong number?

18           MR. JACKSON:  I think you do.

19      A.   But I've seen that.

20 BY MR. ROCHFORD:

21      Q.   We discussed it this morning.

22      A.   We did.

23           MR. JACKSON:  I just have to find where

24 that is.

25
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2      A.   How do you define products in this case?

3      Q.   I define products in the normal usage,

4 something that could be delivered to a consumer.

5      A.   But we are not talking about any

6 products that are supposed to be delivered to a

7 consumer.

8      Q.   At this point in September of 2001,

9 there weren't any physical manifestations of your

10 theory, were there, sir?

11      A.   Again, what do you mean?

12      Q.   Any.

13      A.   Yes, there were.

14      Q.   You didn't have a base formulation as of

15 October 2001, did you, sir?

16      A.   As of October, some time in October I

17 did have, but I wouldn't call it a base

18 formulation.

19      Q.   No.  What you had was an initial stab on

20 the drawing board of a sample; isn't that correct?

21      A.   Well, at least up until September,

22 that's correct.

23      Q.   And whatever you came up with prior to

24 March of 2002, none of that had been subjected to

25 any form of testing, had it, sir?

PUBLIC



PUBLIC



PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

114

1                         SKOLD

2      A.   Yes, it is.

3      Q.   By your signature, you accepted and

4 agreed to the terms of this Letter of Intent;

5 isn't that correct?

6      A.   As a Letter of Intent, yes.

7      Q.   And if you look at the top of page 2,

8 let me read the first paragraph on that page to

9 you.  "All trademarks associated with the drug

10 delivery system; the proposed intellectual

11 property; products deriving therefrom and products

12 marketed and to be marketed by Collagenex or any

13 commercial partner of Collagenex anywhere in the

14 world shall be applied for and registered in the

15 name of Collagenex and be the exclusive property

16 of Collagenex."

17      Did I read that properly, sir?

18      A.   Yes.

19      Q.   And that indicates all trademarks were

20 to be the exclusive property of Collagenex,

21 correct?

22      A.   Yes, it does.

23      Q.   And you'll see that it refers to all

24 trademarks associated with the drug delivery

25 system, and then next it says the proposed
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2 meeting in January 2002.

3      Q.   That was the meeting in Puerto Rico?

4      A.   That was the meeting in Puerto Rico,

5 yes.

6      Q.   And you provided those to Jeff Day at

7 that conference?

8      A.   I think we played around with them with

9 numerous people, including doctors.

10      Q.   Those samples couldn't be used by an

11 individual, could they, sir?  They weren't

12 authorized for use, were they?

13      A.   No.  What you would say?  For technical

14 purposes.

15      Q.   In fact, those samples from that time

16 period had issues around separation and infection;

17 did they not?

18      A.   No.  Where would you have gotten that

19 from?

20           (Galderma Exhibit C was marked.)

21 BY MR. ROCHFORD:

22      Q.   Do you recall a time in early 2002 where

23 you provided Rob Ashley with an experimental

24 example sample?

25      A.   No, but it probably happened several
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2 times.

3      Q.   I'm going to show you what's been marked

4 as Galderma Exhibit C.  It had previously been

5 produced as Skold document 1850 and 1851.  Take

6 your time to read the whole thing if you would

7 like, but I'm focusing --

8      A.   Both pages?

9      Q.   I'm focusing my questions on the email

10 on the top of the first page from Mr. Ashley to

11 you.  But you're welcome to read the whole thing

12 if you wish.

13           (Witness reviewed the exhibit.)

14 BY MR. ROCHFORD:

15      Q.   Directing your attention to the top of

16 the first page of Galderma Exhibit C, it's an

17 email from Rob Ashley to Thomas Skold dated May 1,

18 2002.  You'll see there in the text of that email,

19 the third line down Mr. Ashley writes, "Any

20 interim stability data?  I noticed the little

21 bottle of cream I brought home separated, then got

22 infected.  I'm growing an interesting bacteria

23 colony on my desk at the moment."

24      Did I read that correctly?

25      A.   Yes, you did.
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2      Q.   That's referring to an experimental

3 example sample you provided to Mr. Ashley?

4      A.   I don't know.  If I did, I don't know

5 when he received it.

6      Q.   Some time prior to May 2002; isn't that

7 correct?

8      A.   It could be in early October 2001.  I

9 don't know.

10      Q.   Do you recall Mr. Ashley visiting you in

11 Sweden in early 2002?

12      A.   No, I don't.  That doesn't mean it

13 didn't happen.

14      Q.   Was Mr. Ashley at the Puerto Rico

15 meeting in January?

16      A.   Yes, he was.

17      Q.   Did you give him a bottle of cream at

18 that time?

19      A.   No.

20      Q.   Are you sure?

21      A.   Yes.

22      Q.   All those bottles went to Mr. Day?

23      A.   No.  I brought only aerosol containers

24 with me.  So I'm not sure because the early items

25 was only aerosol containers.  It could be that
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2 they wanted me or someone else to play around with

3 a cream instead of a foam, but I don't recall who

4 was doing it, who we got it from and when.  Sorry.

5      Q.   Now, these experimental example samples

6 that you prepared in late 2001, early 2002, you

7 weren't paid for those, were you, sir?  You didn't

8 charge Collagenex for those?

9      A.   No, I did not.

10      Q.   And you don't have any evidence of any

11 labels that were placed on any of those

12 experimental example samples, do you, sir?

13      A.   I don't think anyone would have, not

14 even Collagenex, which would be the one that

15 should have them.  But it's a long time ago.

16      Q.   And it's your belief that they did bear

17 some form of label though; is that correct?

18      A.   Oh, yes, they did.

19      Q.   Was that a home-made label that you drew

20 up or what form of label was that?

21      A.   That was printed labels, but the kind of

22 printed labels that you would be able to do in

23 your own computer.

24      Q.   And you don't have any computer records

25 of what those labels might be?
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2      A.   No.

3      Q.   You didn't keep that in any of your

4 business records, did you, sir?

5      A.   No, I did not.

6      Q.   Is it your recollection that you

7 prepared and printed the labels?

8      A.   I don't know.

9      Q.   And you don't recall --

10      A.   I would imagine that I -- it makes sense

11 at least that I made them in 2001 and that we had

12 someone else doing it for us in Sweden in 2002.

13      Q.   You don't recall what those labels said,

14 do you, sir, of your personal knowledge?

15      A.   I believe that everything early days --

16 and when I'm saying early, it's 2001 -- had

17 LipoDerm and Restoraderm on them, and the closer

18 we got to February 2002, it was only Restoraderm.

19 And again, Collagenex wasn't interested in

20 anything else but the Restoraderm.  LipoDerm they

21 didn't think was a good name.  So I think LipoDerm

22 faded away, and the only thing that was on it was

23 Restoraderm.

24      Q.   Because Collagenex chose Restoraderm,

25 correct?
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2      A.   They wanted to use that as the name of

3 the vehicle.

4      Q.   Based that direction from Collagenex,

5 you placed that name on the experimental samples;

6 isn't that correct?

7      A.   That is correct.  I gave them two

8 examples, LipoDerm or Restoraderm.  They chose

9 Restoraderm.

10      Q.   You gave them other choices, Lipoid;

11 isn't that correct?

12      A.   I think I never gave them that

13 opportunity, not officially at least.  But I mean,

14 as I recall it, the main -- maybe Collagenex

15 remembers it better, but as I remember it, it was

16 Lipoderm and Restoraderm that was there at the end

17 at least.

18           MR. ROCHFORD:  We've been going here for

19 a bit.  Why don't we take a brief recess, like ten

20 minutes.  Then we'll plow ahead.

21      (There was a recess in the proceedings.)

22 BY MR. ROCHFORD:

23      Q.   Mr. Skold, we're back on the record.

24      A.   Yes.

25      Q.   I want to next direct your attention to
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2 T2, a document that's been marked for

3 identification as T2.

4      A.   Page 2?

5      Q.   It's the Cooperation Development and

6 Licensing Agreement.  Do you have that in front of

7 you, sir?

8      A.   Right.

9      Q.   It's a multipage document produced by

10 Galderma at Galderma 15 through 28 and it's been

11 marked for identification by Petitioner as T2.

12      Now, this Cooperation, Development and

13 Licensing Agreement was entered into between

14 yourself and Collagenex on February 11, 2002;

15 isn't that correct?

16      A.   That is correct.

17      Q.   And your signature appears on the last

18 page of this exhibit; is that correct?

19      A.   Yes, that is correct.

20      Q.   I'd like to direct your attention to

21 page or paragraph 4.  I believe it's page 7 of the

22 document.

23      A.   Paragraph 4, I have that.

24      Q.   Paragraph 4 relates to intellectual

25 property, correct, sir?
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2      A.   Yes.  I have that on page 10.

3      Q.   Under paragraph 4, there's a paragraph

4 4.2 which reads first Trademarks, correct, sir?

5           MR. JACKSON:  We're going to object.

6 The document speaks for itself.

7      A.   That's correct.

8 BY MR. ROCHFORD:

9      Q.   Do you see Section 4.2.1?  I'm going to

10 read it.  It says, "All trademarks applied for or

11 registered (including Restoraderm) shall be in the

12 sole name of Collagenex and be the exclusive

13 property of Collagenex during the term and

14 thereafter (the trademarks)."

15      Did I read that correctly, sir?

16      A.   You did.

17      Q.   So in this agreement it's indicated that

18 Collagenex holds the trademarks including

19 Restoraderm as its exclusive property, correct,

20 sir?

21           MR. JACKSON:  Objection, calls for a

22 legal conclusion.  But go ahead.

23      A.   No.  I'm probably not the legal person

24 to ask that question to.  But it's -- from what

25 I'm reading, it's supposed to be registered under
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2 lot of information that was added after the

3 application you filed in March of 2003; isn't that

4 correct?

5      A.   That's correct.

6      Q.   You submitted a number of examples after

7 2003 that were -- that had not previously been

8 part of the application; isn't that correct?

9      A.   I believe that we submitted new things

10 as late as 2010 even.  That is at least what I

11 believe.

12      Q.   And that included amending the claims of

13 the patent as of 2010, correct?

14      A.   When we got the patent application

15 portfolio back from Galderma early 2010, I know

16 that we had to do a lot of rework.  So yes, I do

17 believe there are amendments to it.

18      Q.   In particular examples -- take a look at

19 column 17.  Do you see at line 40 of column 17 of

20 Exhibit T130, it refers to Example 5, in vivo

21 model and skin penetration results?

22      A.   Yes.

23      Q.   And that work that's indicated under

24 Example 5 was added after 2003, correct?

25      A.   I don't know because I don't know when
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2 Colin Stewart on behalf of Collagenex.

3      You're familiar with this document, aren't

4 you, Mr. Skold?

5      A.   Absolutely.

6      Q.   And I believe you were asked some

7 questions earlier about a provision on page 5,

8 Section 1.20.

9      A.   Yes.

10      Q.   And that defines for purposes of this

11 agreement Restoraderm intellectual property,

12 correct?

13      A.   Yes.

14      Q.   And that includes A, patent rights, B,

15 know-how and C, rights to sue, correct?

16      A.   Correct.

17           (Galderma Exhibit F was marked.)

18 BY MR. ROCHFORD:

19      Q.   Mr. Skold, I know you're familiar with

20 this document, what's been marked as Galderma

21 Exhibit F, because it was produced as Skold,

22 bearing Bates Nos. 241 through 273.  And this is a

23 draft of the Asset Purchase Agreement that's

24 undated and bears some what's called red lining,

25 some things that were added there or to be
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2 considered.

3      A.   Do you know when this was produced?

4      Q.   It bears your production number.  I'm

5 not sure exactly the date of this.  My belief, it

6 was around August 13 or so of 2004.  I don't know

7 if your counsel indicated when you produced it

8 what the date of this one might be.  Anyway, it's

9 a prior version of what ultimately was finalized

10 as Galderma Exhibit E.

11      What I'd like to direct your attention to is

12 page 5 of Exhibit F and particularly the provision

13 1.20.  Do you have that, sir?

14      A.   Yes.

15      Q.   And do you see that in this draft,

16 Exhibit F, Restoraderm intellectual property

17 included A, patent rights, B, trademarks, C,

18 know-how and D, rights to sue, correct?

19      A.   That is correct.

20      Q.   And it also at paragraph 1.24 had a

21 defined term Restoraderm trademarks; is that

22 correct?

23      A.   Would you please say that again.

24      Q.   Yes.  On the same page you'll see --

25 look down from 1.20 -- there's a 1.24.  It's a
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2 defined term for Restoraderm trademarks, correct?

3      A.   Yes.

4      Q.   Now, I believe you were shown an email

5 message this morning.

6           MR. ROCHFORD:  And, counsel, I'll need

7 your help just so we can identify it for him to

8 look at again.

9           MR. JACKSON:  It's the first one in the

10 book, page 1, Exhibit T1.

11      A.   David Glazer.

12           MR. JACKSON:  David Glazer.

13 BY MR. ROCHFORD:

14      Q.   Now, if I can direct your attention to

15 T1, Mr. Skold.

16      A.   Yes.

17      Q.   So this is Mr. Glazer's email.

18 Mr. Glazer was at the Morgan Lewis firm, correct?

19      A.   Yes.

20      Q.   Morgan Lewis was your counsel for

21 purposes of the Asset Purchase and Product

22 Development Agreement?

23      A.   It was someone that Collagenex hired to

24 do the job.

25      Q.   But they were acting on your behalf,
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2 but I only saw him briefly when he was in town for

3 business.

4      Q.   What is Mr. Day doing now?

5      A.   To my knowledge, he is the CEO of a

6 company called Quinnova.

7      Q.   Do you know what Quinnova does?

8      A.   Dermatology.

9      Q.   Do you have any ongoing business

10 dealings with Mr. Day?

11      A.   No, I don't.

12      Q.   So you haven't approached him about

13 coming back into the marketplace with your

14 concept?

15      A.   For various reasons, I have not.

16      Q.   And you haven't seen him within the past

17 week?

18      A.   No.

19      Q.   Have you spoken with him?

20      A.   Yes.  I spoke to him today, and before

21 that I don't know.  He is an extremely occupied

22 guy at the moment.  So it was probably quite some

23 time ago.  However, I do get some updates from

24 emails from him and stuff, but I haven't talked to

25 him.
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2 was Joe Fowler and Vince Deleo from New York.  No.

3 We have -- we've stayed with them in one of their

4 places in the Caribbean for a few days attached to

5 one of the Caribbean Derm meetings.

6      Q.   When is the last time you spoke with

7 Professor Marks?

8      A.   When you say spoke, you're meaning like

9 this (indicating) or by the phone?

10      Q.   Either, either by phone or in person.

11      A.   January 2013.

12           MR. ROCHFORD:  Let's take a brief

13 recess.

14      (There was a recess in the proceedings.)

15           (Galderma Exhibit G was marked.)

16 BY MR. ROCHFORD:

17      Q.   Mr. Skold, I'm showing you Galderma

18 Exhibit G.  It was produced as Skold 2042.  This

19 is my only copy of it.  Let me identify it and

20 give it to you.  It's from jday60@comcast.net to

21 you, re:  Possible Development Deal (Restoraderm).

22           MR. JACKSON:  It's going to be marked

23 what?  G?

24           MR. ROCHFORD:  G.

25           (Witness reviewed the exhibit.)
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2 undertake these activities?

3      A.   No.

4      Q.   He was doing this on his own initially?

5      A.   Absolutely.

6      Q.

9      A.   No.  As a fact, I kept it from him and

10 felt obligated to shoot him an email, I believe,

11 in August or something like that just to explain

12 what I've done so he doesn't have to be thinking

13 in those perspectives.

14      Q.   Nothing further at this time.  Thank

15 you, sir.

16           MR. JACKSON:  I would like to do some

17 redirect.  Give me about ten minutes, and we'll do

18 some redirect.

19           MR. ROCHFORD:  Okay.

20      (There was a recess in the proceedings.)

21      A.   If I'm just thinking of something I

22 might have said that is not a hundred percent

23 accurate, should I --

24                REDIRECT EXAMINATION

25
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2 without any further action then (sic) signing this

3 agreement, the rights granted to Collagenex

4 pursuant to Section 21(a)."

5      Q.   Section 2.1(a).

6           MR. ROCHFORD:  Just my objection on

7 relevance grounds, the document speaks for itself,

8 on this line of questions.

9 BY MR. JACKSON:

10      Q.   Could you note what you assigned in

11 2.1(a)?  You might see that under little (i),

12 2.1(a)(i).

13      A.   Subject to terms?

14      Q.   Let's just read the full first sentence

15 until we get to little (i).

16           MR. ROCHFORD:  Same objection.

17 BY MR. JACKSON:

18      Q.   Just read.

19      A.   It says, "Subject to the terms and

20 conditions of this agreement, Skold hereby grants

21 to Collagenex an exclusive sublicensable,

22 transferable license, including as to Skold (other

23 than for Skold to perform Skold's obligations

24 under this agreement) in the technology, including

25 intellectual property thereto, which is specified
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2 in," whatever it says there, "attached hereto and

3 incorporated by reference..."

4      Q.   That's sufficient.

5      Were you paid the payment specified under

6 3.1(d)?

7           MR. ROCHFORD:  Same objection.

8      A.   Yes.

9 BY MR. JACKSON:

10      Q.   Did you receive back from in this case

11 Galderma the patents that are thereby said to be

12 irrevocably assigned?

13      A.   Yes, I did.

14           MR. ROCHFORD:  Object to the question,

15 move to strike the testimony as the agreements in

16 question -- and there's two that were compressed

17 into one -- in the question speak for themselves,

18 relevance, foundation, competence, calls for a

19 legal conclusion.

20 BY MR. JACKSON:

21      Q.   You testified that you weren't paid such

22 in invoicing monies when you delivered Restoraderm

23 sample in November, December to Collagenex and in

24 January -- November, December 2001 and in

25 January 2002 to Collagenex at the Caribbean Derm
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2 meeting.

3      However, you earlier testified, did you not,

4 that you did not believe that you would have been

5 paid the monies that came to you pursuant to the

6 2002 and 2004 agreements that's Exhibits T3 and T4

7 had you not sent those samples; is that correct?

8           MR. ROCHFORD:  Objection, lack of

9 foundation, relevance, form of question.

10      A.   Answer?

11           MR. ROCHFORD:  Competence.

12 BY MR. JACKSON:

13      Q.   Yes, sir.

14      A.   I believe so, and I also believe that if

15 I would have asked for payments for these, I would

16 probably have received them, but I decided to show

17 good faith.  And even after the agreement was

18 signed, I probably spent $500,000 on their

19 accounts at the time to move things forward, from

20 my own pocket.

21           MR. ROCHFORD:  Move to strike the

22 response as nonresponsive, speculation.

23 BY MR. JACKSON:

24      Q.   When we discussed Exhibit T130, your

25 patent in this technology, and some of what may

PUBLIC



PUBLIC



PUBLIC



PUBLIC



450 Seventh Avenue - Ste 500, New York, NY 10123  1.800.642.1099
DAVID FELDMAN WORLDWIDE, INC.

156

1               INSTRUCTIONS TO WITNESS

2

3      Please read your deposition over carefully

4 and make any necessary corrections. You should state

5 the reason in the appropriate space on the errata 

6 sheet for any corrections that are made.

7      After doing so, please sign the errata sheet

8 and date it.

9      You are signing same subject to the changes

10 you have noted on the errata sheet, which will be

11 attached to your deposition.

12      It is imperative that you return the original

13 errata sheet to the deposing attorney within thirty

14 (30) days of receipt of the deposition transcript by

15 you. If you fail to do so, the deposition transcript 

16 may be deemed to be accurate and may be used in court.

17

18

19
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21
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23

24

25
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From WUlis Joe EULIS

Sent den 13 januari 2008 0341

To Thomas Skold

Subject RE Derm delivery system

Dear Thomas

No need to come to San Antonio just for me How about the next dermatobgy meeting you plan to attend You

mentioned the Canbbean derni but am guessing you do not live in the US Where are you located With that

understanding we may be able to meet at time that is more compatible for the both of us

Thanks

Joe

Original Message

From Thomas Skold

Sent Saturday January 12 2008 333 AM

To Willis Joe

Cc Physicians Skin Care

Subject SV Derm delivery system

Dear Joe

didnt plan on going but if there is sincere interest in discussing with me will be there for sure In regards to

Peters lP there are similarities but no conflict The ratio between the lipids and the fact that you dont need

surfactant in my system makes them different However the major difference is that my system includes solid lipid

particles surrounded by monolayer phopholipids cei aninjes and cholesterol vesicles with bilayer

phopholipids ceramides fatty acid and cholesterol and finally gas spheres with monolayer phophotipids

ceramides fatty acid and cholesterol These three structures diffuse them self through the stratum corneum

differently With better understanding of that fact one can tailor make the final product in way that so far hat

been impossible

was fortune enough to be working with Professor Bo Forslind Karolinska Institute for number of years before

he deceased Bo pioneered in the early 1970 conducting research on the stratum comeum lipids Later on Peter

did some work with Ba and thereafter stayed in this field of research

What is kind of interesting is that on September 11th 2001 was scheduled to present my early findings of my
development efforts for your people in your New Jersey office On my way in to your office the first aircraft hit one

of the towers and the presentation got cancelled even though stayed watching it all on TV in your cafeteria for

the entire day Since was stuck in the US for about week spent time with fnend of muie that became the

VP of Dermatology for Collagenex and that is why it ended up with them and not Ortho at that time at leastl

In teams of Rx developments there are some formulations that have past months accelerdted stability Due to

among other things lack of resources no NDA has been filed to date which for me have been extremely

fwstratng would argue that some of these could potentially be very interesting products but there are also other

opportunities out there that should be looked at as well

If possible would like us to have more confidential discussion in San Antonio so that you get all the important

information you need to enable you to understand if this is something that Ortho would benefit from which Fm

fairly confident that you would Let me know what you need to take us to this level of interest

With kind regards

Thomas

Fran Willis Joe .com
Skickat den 11 januari 2008 1830

Till Thomas SkoId

SKOLD-0001 64



Kopia PhysicianstE SECRET/COMMERCIALLY SENSITIVE
Amne RE Derm delivery system

Dear Thomas

Thanks for the introduction and information Perhaps we can meet at the American Academy of Dermatology and

have non-confidential conversation appreciate what you have shared one point of confusion am under

the impression that Peter Elias holds IP as it relates to the composition you describe is there conflict

Separately would like to get better understanding of the plans for development from an Rx perspective

Would you be attending the PAD in San Antonio and have availability

Best

Joe

Original Message-

From Thomas Skold

Sent Tuesday January 08 2008 844 AM
To Willis Joe

Cc Physicians Skin Care

Subject Derm delivery system

Dear Joe

Let me briefly introduce my self My name is Thomas Skold from Stockholm Sweden and have been

working on lipid drug delivery systems since 1994 The first years as the CEO of small 20 people

drug delivery company We were pioneers in the foam delivery business and our company got sold some

years ago In 2002 filed provisional patent application on new invention of mine based on

phospholipids ceramides cholesterol and fatty acid in three structure matrix system The system can

hold both water soluble actives as well as fat soluble actives and can be formulated as lotion cream

ointment or foam product Very flexible and very delivery efficientt In 2002 out licensed the technology to

US Company where one of my friends was the VP of dermatology In 2004/2005 they had

management shift and our relationship started to fall apart due to among other things lack of effort in the

clinical arena from the new management Im new re-claiming the technology after some 15 formulations

in total None of the Rx products however have been in clinical trails which is why had to make this

decision The IP should get issued some time later on this year if everything goes as planed and feel

therefore that it is important that find new holder of the technology as quickly as possible

The last two years have been focusing on transmucosal delivery looking mostly at intra nasal delivery

together with people from Suny Stony Brook on Long Island but see now that have go back in to

dermatology At least for while until this situation is fully resolved never really left

Im right now on my way to St Thomas where the Carib Derm meeting wilt be held next week During the

time will be in the Caribbean Im reachable through both e-mails and cell phone 46 70 6600040

Let me know if you would be interested to understand more about this opportunity

With kind regards

Thomas Skold

Fran Physicians Skin Care

Skickat den januari 2008 1623

Till joe willis Thomas Skald

Amne Re

Joe and Thomas

discussed with both of you and with your permission am sending this email to both of you as an

introduction

Good Luck

Leon
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TRADE SECRET/COMMERCIALLY SENSITIVE
Thanks Leon

Fran Physicians Skin Care

Skickat den januari 2008 0124

Till Thomas Skold

Amne Re

His name is Joe Willis and he is the VP of Orth Neutogena which is JJ company did not give any

information except that there is vehicle for sale that is it so wit send another mail to both of you fo

introductions

leon

Original Message

From Thomas Skold

To Physicians Skin Care

Sent Monday January 07 2008 520 PM

Subject SV

And happy New Year to you too

would love to talk to them and e-mail is good start would appreciate if you could give me some
teed back on the person in question and what kind of info you have given them Anne and have started

packing for St Thomas and we are leaving already on Saturday will of course bring my computer for

St Martin

All the best

Thomas

I-
Fran Physicians Skin Care

Skickat den januari 2008 2003
Till Thomas Skold

Amne

Happy New Year

found sombody at Jj Ortho Neutrogena that may be interested

do you want to communicate with him via email

leon

SKOLD-0001 66
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DEC.t2e01 1O4ePM NO.919

ISCOLLAGEMEX
pharmaceuticals

12th December 2001

Thomas Skold

Bpnbfird
761 41 Norrtalge

Sweden

Dear Mr-Sold

trrm0FINTCNI

Further to various discussions and meetings between yourself Robert Ashley and Jeffrey

Day of CollaGeriex Phaniiaceuucais Inc and David Pettlt of CtsilaGenex International

Limited collectively CoilaGenexD the purpose of this Leder of rritent which Is Subject to

Contract and where applicable to Otie Diligence on planned Intellectual property is to set

out the Initial understanding of both sides for future agreement or agreements between

you and CollaGenex and/or company owned and controlled by CollaGenex

BACKGROUND

CollaGenex has established dermatology products franchise in the USA which Is being

expanded Internationally and CollaGenex has expressed an Interest in the acquIsition and

development of new drug delivery technologies and products for this franchise You have

invented and are developing new topical ug delivery system which Is capable of being

patented in major jurlscilctions USA Europe and Japan without Infringing the patent

rights of third parties and you are prepared to assign the patent applications to CollaGenex

and to undertake the ftmiulatlon and stability work requIred to develop base delivery

vehicle capable of being marketed In its own right and to be further developed to provide

stable formulations containing active substances fbi the treatment of derrnatological

conditions These active substances are to be determined by Cal laGenex

LNTELLECTU PROPERlY

Whilst no formal applications patents have been made and your patent attorneys are

still undertaking the necessary searches you anticipate that patent applicatIons will be

made in your name by the end of February 2002 and you agree that once an agreement

or agreements have been reached between you and CollaGenex that those patent

applications which will be subject to Due Diligence by Collaseriexs own patent attorneys

will be assigned to CollaGenex It Is also agreed that In the event of the Due DIligence

establishing Irresolvable deflciendes In the patent applications or an opinion that patents

would be unlikely to issue or that the patents applied for would appear to infringe the

patent rights of third parties not associated with you or CellaGenex that any agreement

between you and CollaGenex whether or not then executed would become null and void

and that no Mther claims as to development or any other costs could be made by you or

any third party upon ColiaGenex

CalicGens Phcrmceeufltols Irr 41 UniQenli Urtva Si6f 200 Ngt.dow PA 8040 USA

215479.7388 ve 2l5.S7983/7 fax

EXHIBIT EXHIBIT

Qflot//cq4ofl

CONFIDENTIAL fl7 _______
GAL-000005
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All trade marks associated with the Urug delivery system the proposed intellectual

property pmducts deriving therefrom and products marketed or to be marketed by

CoilaGenez and/or any commercial partner or ColiaGenex anywhere in the world shall be

applied for and registered In the name of CollaGenex and he the exclusive property of

CollaSenex

CONSULTING AGPJJEM$t

CullaGeneic has agreed with you that concurrent but Independent of any agreements
associated with the dnjg delivery technology and the resulting intellectual property it wilt

wish te enter into consulting agreement with you Such an agreement Is likely to reflect

potential rovIng ambassador role and Is likely to be direct with the CaliaGenex in the

USA and rIot with European based Collacenex company

DRUG DELIVERY ThCHJ4OLQGY FORMULATION DIVIELOPMENA

It is agrded between us that the development of stable formulation of the drug

technolo is key to both sides going forward and that such formulation should be

cosmetically aixeptable capable of gaining intellectual property protection both itself arid

in combination with active substances that do not Infringe the intellectual property rights

others md capable of aitievlng stable formulations with active substances that will

then be subject to ensiing intellectual property This base product or vehicle should be

developed and placed on stability between December 200 and February 2002 and its

formulation will form the basis of the patent applications which are likely to be tiled in

February 2002W The vehicle will be subjected to three moiths attelemted stability

always bering hi mind that real time stability time points will be required for regulatory

purposes the future

LAL sLAEEUiiQS

Reguiato applications for marketing authorisations for the vehicle and products

containing an active substance will be applied for by and held in the name of CollaGene.

This latter of intent Is subject to the execution or appropriate agreements between you

and Collal nex and is provided to set out the initial understandings of both sides It

would be preciatecl you could countersign the enclosed duplicatn copy of this letter as

your accei ance of its terms

Yours sine

ROBERT
Senior Vici President

ACCEP7

Signed...1
Thomas Skord

Date

GAL-000006
CONFIDENTIAL
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From Rob Ashley

Sent Wednesday May01 2002 9.45 AM
To Thomas SkOld

Subject RE Visit to ATS

Thomas

Its not Atrix its ATS thtrk they wilt go for an 010 skIn rejuvenation type claim in the Iirst instance All we provide is the

more elegant vehicle As with Melanotan maybe the liposornal formulations will be more attractive

Any interim stability date notice hte little bottle of cream brought home separated then got infected Im growing an

interesting bacterial colony on my desk at the moment
Rob

Original Message

From Thomas Skokt thomas-skoldeswipnet.se

Sent Wednesday May 01 2002 932 AM

To Robert Ashley

Subject RE Visit to ATS

Hi again

Sounds good So they are interested after all Do we know what specific product ndication would Atrix be

interested in

So you know we hope to get more Restoraderm chemicals in the end of next week We will then start with the

neutral version and go on to the tidocaln formulations Everything is done on paper we just need to verify it in the

lab Mats Silvander is up 10 date with the Melanotan substance will have meeting with Mats early next week

Hope to see you in Sweden soon

Regards

Thomas

-----Driginal Message-----

From Robert Ashley

Sent Wednesday May 01 2002 249 AM
To Don Rindell

Cc Brian Gallagher Michael Romanowlcz thomas-skold@swionet.se

Subject RE Vlsit to ATh

Dear Don

My apologies for not following up diligently on these issues

With respeot to Atrix will drop an o-mail to Dr Steve Garrett at Atrix and introduce the concept

With respect to Restoraderm the stability testing of the base tormulations is progressing well We have

different tormutations on stability Meanwhile we are building the intellectual infrastructure around the

world to develop the technology into products months stability will be up in mid June at which time we

can be confident that the tormulations are marketable In the meantime we can send you samples of the

final formulations if this will help you determine their aooeptabilily or otherwise We need Material

Transfer Agreement in place to be able to do this Ill get something going tomorrow on that front

Finally with respect to Dermagraft we are currently focusIng our efforts on Periostat and our forays into

dermatology Given that dont think that we would be able to devote the sign it leant selling effort to
EXHIBIT

Dermagraft which would be required to be successful If the situation ohanges we would be happy to iJ
reconsider Q/Ce /7
Best regards Gc5Zfl

b4jaihia
---Onginal Message __________

From Don Rindetl lpclvancedtissue.com

Sent Tuesday April 30 2002 1036 AM EXHIBIT

To Rob Ashley

Cc Brian Galtagher Mike RomanoAcz Mark Gergen

Subject RE Visit to ATS

Dear Rob ______________

SKOLD-001850



There were few action items coming out of our San Diego meeting and would appreciate your

response as to how you would like to proceed

Setting up meeting between Airix and PITS to introduce NouriCel Conditioned Medica as

potentIal new combination proWot

ATS interest in testing NounCel with Collagenes new delivery plattorm

Continued communication regarding the future marketing of Demiagraft to the Periodontal

market segment

took forward to hearing from you

Best regards

Don

Original Message

From Don Rindell

Sent Thursday March 21 2002 254 PM

To Rob Ashley

Cc Brian Gallagher Mike Romanowicz

Subject RE Visit to ATS

Dear Rob

Just quick note to thank you and Bnan for taking the time to visit ATS during your

recent stay in San Diego We were impressed with the progress Collagenex has made in

securing solid position in the dental and periodontal market place We were also

Intrigued with the multiple areas of potential collaboration between our companies and

look forward to future discussions

As follow-up to our meethg we agreed thai good next step would be to meet with

Atrix Labs exploring the development of an AIR ISORS NouriCel product Please let me

know how we can best prooeed in setting up that meeting

Best regards

Don

SKOLD-001851



WATER-BASED TOPICAL DELiVERY SYSTEM

Field of the Invention

The present invention relates to novel topical delivery system for drugs or any

other active substance formulated for good penetration without disturbing the skin

barrier fUnction as is the case with prior art fonnulations With most active substances

the delivery system of the invention will even enhance the skin barrier restoration in the

stratum comeum

Back2round of the invention

The main demand on the human skin is to prevent loss of water and in addition to

10 prevent water and other matter from the environment from entering the body

indiscriminatedly The human skin thus forms selectively permissible physical bather

$7 between the human body and its surroundings

The barrier fUnction has been shown to reside in the stratum corneum which is

the topmost layer of the skin and is built of comeocytes cells that contain extensively

15 cross-linked proteins surrounded by highly resistant cell envelope The corneocytes

are embedded in bed of specific lipid structures long chain lipids which are organised

as bilamellar structures stacked on top of each other and filling the intercellular spaces

between the corneocytes

To account for such barrier properties and for the selective bydrophilic and

20 hydrophobic pathways that exist through it the skin has been described as mosaic

barrier model This model envisages the barrier lipids to exist predominantly in

crystalline gel form and therefore to be water impermeable domains surrounded by so

called grain borders of lipids in liquid crystalline state This arrangement provides an

effective water tight barrier that still allows minute but controlled loss of water through

25 the liquid crystalline interdomains This controlled waterless is enough to keep the

keratin of the stratum comeum hydrated The liquid character of the interdonrain grain

borders will allow passage of hydrophilic and hydrophobic molecules on down-hill

gradients It is in these interdomain regions that permeation enhancers may induce

EXHI
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structural transtbrmations of the bilamellar structure and thus promote transdermal

delivery of e.g phannacological substances

Typical derrasi delivery systems have an alcohol or petroleum base with little

consideration given to the biological properties of the vehicle itself For example

emulsified fatty acids can inherit certain detergent properties if their structure is

significantly altered from those in the normal skin The detergent properties can lead to

disruption of the normal barrier function which is counteractive to the potential benefit

of the vehicle technology The result is often that the stratum corneum loses its natural

potential to function properly as barrier and the skin gets either too dry or too

10 permeable for environmental substances

Other conventional delivery systems that are also thought to protect the sldri from

harmful substances are barrier ointments The purpose of these is to provide film and

thereby create layer which is impermeable to environmental substances Due to the

impermeability though they will both increase the body temperature of the treated body

15 part as well as prevent perspiration and thus render most uncomfortable sensation

US Patent No 5993830 describes skin preparation comprising both

lipophilic stearic acid as well as hydrophilic components characterised by being capable

of creating semipermeable membrane in the skin and which can be used as carrier for

various substances

20 However none of the preparations described above is able to provide topical

delivery system that is fonnulated to sufficiently deliver substance to or through the

human skin without permanently disrupting the stratum corneurs natural bather

Summary

25 water-based topical delivery system for an active substance characterised by

enhancing skin barrier restoration in the stratum corneum comprising water fatty acid

cholesterol ceramide and skin lipid precursors is provided



Detailed Descrjptlon of Invention

The present invenlion provides new and improved topical delivery system

formulated to deliver substance to or through the bunum skin without permanently

disrupting the stratum comeums natural barrier fbnction and additionally to provide

unique skin barrier restoration properties

All percentages given in the present application are indicated in percent by

weight All numbers are approximate

The topical detivery system of the present invention is water-based formulation

The delivery system comprises lipids similar to those which make up the normal stratum

10 corneum such as fatty acids cholesterol and ceramides The fatty acids are preferably

C16-24 e.g palmitic acid

The topical system of the present invcntion is further characterised by comprising

skin lipid precursors The preferred lipid precursors are mevalonie acid which promotes

in situ cholesterol synthesis and 25 hydrozycholecalciferol which promotes in situ

15 cemmide synthesis in the skin By said promotion of in situ cholesterol and eeramide

synthesis in the skin the overall content of lipid in the system can be maintained in

range as low as 2-20% Therefore the water content can be as high as 80-98% The high

hi water content enables the skin to breathc normally and enhances its ability to restore

its normal barrier fbnctiou rapidly

20 Other lipid precursors used in the present invention include for example

deoxyacetein cimiuuzgoside adapalene adenosine aloe derived lectins 3-aminopropyl

dihydrogen phosphate anise extracts ascorbic acid and derivatives thereof ascorbyl

palmitate Asiatic acid benzoic acid derivatives biotin butanoyl betulinic acid

cathccholaniines coenryme Q10 dehydrocholesterol dehydroascorbic acid and

25 derivatives thereof estrogen and derivatives eythrobic acid genistein lipoic acid 4-

methoxy salicylic acid N-acetyl cysteine panthetine pregnenolone and derivatives

retinal retinoates retmal retinyl acetate retinyl glucuronate retinyl linoleate retinyl

palmitate retinyl proprionate phytosphingosine sphingosine and others



In one embodiment along with the lipid precursors interleukin can be added

In preferred embodiment the formulation does not contain any irritating

ingredients i.e ethanol Preferably the formulation contains less than 10% of ethanol

more preferably less than 5% of ethanol most preferably less than 1% of ethanol and

optimally no ethanol

The topical delivery system of the present invention is designed in its choice and

composition of lipids to resemble the normal lipid organisation of the stratum comeum

as much as possible Thus the administered formulation will easily penetrate the lipid

bilayer of the skin and in doing so carry
with it the active substances to be administered

10 Without the intention to limit the scope of the invention possible theory

explaining the herein mechanical properties of the topical delivery system is that the

administered formulation will easily penetrate the lipid bilayer of the skin and in doing so

create temporary and reversible state of enhanced atrophy among the lipid components

of the bilayer The enhanced atrophy in itself should then give rise to either enhanced

15
energy levels wherew said

energy
could promote active transport of the to-be-carried

substances into the skin and/or create naturally and reversibly occurring holes and

Lii
disorganised patches in the lipid bilayer through which the active substances could then

pass more easily It is very well feasible that the temporary disarray in the lipid bilayer

will temporarily break up the organised structure of the bilayer and create nilcelles of

21 lipids with areas between them/surrounding them through which lipophobicihydrophihc

substances and/or compositions can enter through the stratum comeum As the lipid

composition of the formulation resembles the natural lipid composition of the skin the so

introduced new lipids will after short time of creative chaos easily blend in with the

natural lipid building stones of the lipid bilayer and thus not permancntly damage the

25 barrier function of the skin

in one embodiment the topical delivery system of the present invention is

designed to enhance the penetration of active substances into and/or through the stratum

comenro Whereas in prior art formulations the penetration arises due to disruption of the

natural barrier which concomitantly leads to physiological consequences the formulation



of the present invention is designed to enhance penetration while leaving the normal

barrier of the stratum corneum intact and/or even functionally enhanced This effect is

achieved by careful selection of the lipids of the vehicle which blend with the lipids

naturally present in the horny layer and the enhancing effect of the added skin lipid

precursor on cholesterol synthesis Thus administration of the presently described skin

delivery system will result in temporary and reversible disruption of the stratum

comeuin and enhanced penetration followed by rapid return to normal bather function

of the skin

in preferred embodiment of the present invention the skin delivery system of

10 the present invention is designed in its choice and composition of lipids to resemble the

normal lipid organisation of the stratum corneum as much as possible Thus the

administered fonnulation will easily penetrate the lipid bilayer of the skin and in doing so

carry with ft an active substance to he administered Temporarily reversible state of

enhanced atrophy is herein bclieved to be created among the lipid components of the

15 bilayer which promotes the active transport of the to-be-carded substances into the skin

In another possible not limiting explanation reversibly occurring holes and

disorganised patches are created in the lipid bilayer by administering the formulation

uJ related to in the present invention Through which the active substances can pass more

easily The temporary disarray in the lipid bilayer will hcrein temporarily break up the

20 organised structure of the bilayer and create micelles of lipids with areas between

themlsurronnthrtg them through which lipophobic/hydrophilic substances and/or

compositions can enter through the stratum comneure As the lipid composition of the

forniulalion resembles the natural lipid composition of the skin the so introduced new

lipids will blend in with the natural lipid building stones of the lipid bilayer and thus not

25 permanently damage the barrier function of the skin

The present invention relates to water-based dermal delivery system for topical

administration of an active substance characterised by enhancing skin barrier restoration

in the stratum corneum Said delivery system is characterised by comprising fatty acid

cholesterol ccramide and skin lipid precursors The preferred amounts of these



components are as follows Fatty Acid 0.5-10% cholesteTol 03-10% lipid precursors

0.000001-10% and ceranride 0.005-20% Up to 15% of ceratnide can be replaced with

phospholipids

In preferred embodiment the fatty acids comprise fourteen sixteen eighteen

twenty twenty-two or twenty-four carbon atoms or any mixtures thereof

In preferred embodiment the delivery system of the present invention comprises

water content exceeding 50% such as more than 55% 60% 65% 70% 75% 76%

77% 78% 79% or 80% Most preferably the water content will be between 60-80%

such as between 10-80%

10 Tn another preferred embodiment the delivery system will comprise combined

content of fatty acid cholesterol ceranaide and skin lipid precursors between About 2-

20% such as between about 5-20% 5-15% or 6-13% In first aspect thereof the

rJi

present invention relates to skin dcli very system prepared from lipophilic as well as

hydrophilic components In one preferred embodiment the tipophilic components are

15 chosen among fatty acids with fourteen sixteen eighteen twenty twenty-two and

twenty-four carbon atoms or any mixtures thereof

In another preferred embodiment the skin preparation according to the present

invention is prepared from mixture of fatty acids of the following composition at most

about 2% of component comprising chain of fourteen carbon atoms between about 47

20 and about 52% of component comprising chain of 16 carbon atoms between about 43

and about 48% of component comprising chain of 18 carbon atoms and at most about

1% of component comprising chain of twenty carbon atoms

In one alternative cmbodiment said fatty acid comprising chain of fourteen to

twenty carbon atoms or said mixture of such fatty adds may be of any other

25 composition for example containing an essential portion of myristic acid such as about

90% myristic acid or an essential portion of pabnitic acid such as about 90% paimitic

acid Thus in the present context fatty acid comprising chain of fourteen to twenty

carbon atoms or mixture of such fatty acids refers to any suitable mixture of higher



fatty acids l-lowcvcr predominant portion of fatty acid comprising chain oilS

carbon atoms is most preferred

The most preferred embodiment of the skin preparation according to the present

invention is prepared from ratio between fatty acid mixture having the above defined

preferred composition and triethanolamine which is higher than about 21 preferably

higher than about 31 Other advantageous embodiments of the skin preparation accord

ing to the present invention are prepared from the same ratio between any equivalent

lipopliilic component and triethanolaraine

It has been shown to be advantageous to adapt the ratio between the primary

10 lipophilic components i.e the fatty acid comprising chain of 14 to 20 carbon atoms or

the mixture of such fatty acids preferably of the above defined composition and

triethanolamine to unable certain portion of the acid in the final skin preparation to form

Wi salt with the triethanolamine while another portion exists as free fatty acid

Preferably alkali compounds are included in the formulation to adjust the pH and

15 viscosity Examples of such alkali compounds include sodium hydroxide and sodium

chloride Preferably sodium hydroxide is used to adjust the pH and sodium chloride is

used to adjust the viscosity

The preferred ratio between the lipids is 211 e.g phospholipidsfceramide

cholesterol and fatty acid

20 delivery system according to the present invention preferably comprises

combination of

FattyAcidCl6-24 0.5-lOwt%

Phospholipid 0.5-lOwt%

Cholesterol

Lipid precursor

Mevalonic acid

25-Ilydroxycholecalciferol

0.5-7 wt%

0.000001-10 wt%



iC jO.005%-7wt%

FattyAcidC16-24 0.5-lOwt%

Phosphoipid 0.5-10 wt%

Cholesterol 0.5-7 wt%

Lipid precursor

Mevalonic acid

25-Bydroxycholecaleiferol

0000001-10 wt%

Ccramide 0005% -7 wt%

Glycerine 0-5 wt%

Propylene glycol 0-48 10/c

PYP weight 40.000 0-5 wt%

TEA 0-3 wt%

Fatty Acid 16-24 wt%

Phospholipid 45 wt%

Cholesterol wt%

Lipid precursor

Mevalonic acid

25Hyclroxycholecaiciferol

0.00000140 wt%

1%

0015%

Ceramide Ô.015 wt%

Glycerine wt%

Propylene glycol wt%

PVP weight 40000 wt%

TEA 0.5w1%

Patty Acid C16-24 wt%

Phospholipid 4.5 wt%

Another preferred enibodimont of the delivery system comprises

An even more preferred embodiment of the delivery system comprises

An even more preferred embodiment of the delivery system comprises



Cholesterol wt%

Lipid precursor 0.000001-10 wt%

Mevalonic acid 1%

25-Hydroxycholecalcifeml 0.015%

Ceramide 0.015 wt%

Glycerine wt%

Propylene glycol wt%

PVP weigbt 40.000

TEA

wt%

O$wt%

Ceramide 0025%

The ceramide component comprised in the present delivery system is selected

from the group comprising ceramides pseudo ceramides and neo cerwnides such as

ce-ramide 1-7 and/or mixtums thereof Further cerainide precursors such as palmitoyl

CoA and serine which together are converted to 3-ketosphinganane are also comprised

Some examples of ceramides include

Ccramide cerarnide ceramide cerainide 6A cerebrosides orceraniide ÔB

Sonic examples of psoudoceramides include

N-2-hydroxyoctadecyl-N-2-hydroxyethyl hexadecanamide

N-2-hydroxyoctadecyl-N-2-hydroxyethylpropanamide

10 N-2--hydroxyhexadeeyl-N-2-hydroryethylbutanainide

N-2-hydroxyhexadecyl-N-2-hydroxyethylheptanamide

N-2-hydroxyoctadecyl-N-2-hydroxyethylethanamide

N-2-hydroxyoctadecyl-N-2-O-glucopyranosylethylpentanamide

N-2-liydroxydodecyl-N-2-hydroxyethylhexanamide

In

UI



N-2-bydroxydodecyl-N-2-hydroxyethyl.2butylhexanamide

N-2-hydroxyhexadecyl-N-2-hydroxyethylethananide

N-2-hydroxydodecyl-N-2-hydroxyethyl-2--hydroxyhexanamide

N-2-bydroxytetmadecyl-N-2-hydroxyethylpropanamide

N-2-hydrnxyhexadecyl-N-2-sulfoethylhexadecanamide

N-2-hydroxyoctadecyl-N-2--phosphoethylbutanamide

N-2-hydroxyoctadecyl-N-2-hydroxyethyl-2-hydroxypropanamide

N-2-1iydroxy-3-octadecyIoxypmpy1-N-2-hydroxyethy1hexadecanamide

N.-2-hydroxy-3-nonanyloxypropyl-N-2-bydroxyethylpropanamide

UI

10 N-2-hydmxyoctadecyl-N-2-hydroxyethyl-2-hydroxypropanamidc

N-2--hydroxy-3 -hexadecyloxypmpyl-N-2-liydroxyethylhexadecanamide

4W
N-2-hyth-oxy-3 -octadecy1oxypropy1.N-2-hydroxyethy1butanamide

N-2-hydroxy-3-hexadecyloxypropyl-N-2-hydroxyethylethananide

N-2-hydroAy-3-dodecyloxypropyl-N-2-sulfohydmxyethyldeeanamide

15 N-2-liydroxy-3-decythxypropyi-N42-hydroxyethylhexanamide

2-hydroxy-3-octadccykxypropyl-N-2-hydroxyethylhcxadecauamide

N-2-hydroxy-3-dodecylcxypropyl-N.2-bydroxyethyLjbutanamide

N-2-hydroxy-3 -octadecyloxypropyl -N-2-hydroxyethylco-o-linoleoyldocosanamide

N-2-hydroxy-3-dodeoyloxypropyl-N-2-hydroxyethylpropanamide

20 N-2-hythoxy-3-hexadccyloxypropyi-N-2-hydroxyethyl-2-nwthylpropanamide

10



N-2-hydroxy-3 -tetraadecyloxypropyl-N-2-hydroxyethylethanamide

N-2-hydroxy-3-dodecyloxypropyl-N-2-hydroxyethylheptanamide

N-2-hydroxy-3-hexadecyloxypropyl-N-2-phosphoethylhexadecanamide

N-2-lzydroxy-3-dodecyloxypropyl-N-2-hydroxyetliylpropanamide

N-2-hydroxy3octadecyloxypropy1-N-2--gIucopyranosy1ethy1-2-hydroxypro-

panamide

N-2-bydroxy-3 -octyloxypropy-N-2-hydroxyethylpontanamide

Some examples of neoccraxnides include

N-2 3-dThydroxypropyl-N-hexadccyIbutananiide

10 3-dihydroxyprnpyl-N-tefradecylcthanamide

N-2 -dihydroxypropyl-N-hexadecyl-2-.hydroxypropananüde

N-2 3-dihydroxypropyi-N-octadecylbutanamide

N-2 3dihydrorypropyJ-N.2-ethylhexadecy1hexanamide

11

N-2 3-dihydroxypropyl-N-hexadecyl-2-hydroxyoctanamide

IS N-23-dihydroxypropyl-N-3-methylhexadecylethanamide

N-23-dihydroxypropyl-N-dodecylbutanamide

N2 3-.hydroxypropyl-N-bexadecyl-2-hydroxyhexanamide

N-2-hydroxy-3-O-glucopyrauosylpropyl-N-hexadecyloctanamide

N-2-hydrwcy-3-phosphopropyl-N-octadecyfethanamide

20 N-2-hydroxy-3-sulfopropyl-N-hexadecyflbutanamidc

II



N-2-hydroxy-3-O-glucopyranosylpropyl-N-Qicxadecyldecanamide

N2 3-dihydroxypropyl-N-heptadecylethanamide

N-2 3-dihydroxypropyl-N-3-tnethylhexadecylethanawide

N-23-dihydroxypropy1-N-heptadecylbuianainide

N-23-dihydroxypropyl-N-6-dodectraylhexadecan-anüde

N-23-dihydroxypropyl-N-2-methythexadecyl-2-Iiydroxy-ethanaxnide

N-23-dihydroxypropyfl-N-cctadecyl2-hydroxypropan-arnide

N-2-hydroxy-3-O-glucopyranosyipropyl-N-heptadecyl-ethanainide

N-2-hydroxy-3su1fopropyl-N-dodecy1heptanamide

10 N-23-dThydroxypropyl-N.-tefradecyl-4-hydmxybutan-amide

N-23.-dibydroxypropyl-N-octadecyl-t-O-linoleoyl-docosanantide

LZJ N-23-dihydroxypropyl-N4linoleylethanamide

N-23-dihydmxypropyl-N-oleyl-2-hydroxy-heptan-amidc

rti

N-23-dihydroxypropyl-N-iyiodecyl-t-O-linoleoyldoeosariamide

15 N-23-diliydroxypropyl-N-octadecy-3-hyrdoxybutanainide

2-phospho-3bydroxypropyl-N-heptadecylbutanamide

N-2 3-dihydroxypropyl-N-2-methylheptadecylpropanamide

N-2 3-dthydroxypropyl-N-3-ethylhepladecylbutanamide

N-2.sutfo-3-hydroxypwpy1-N-1 -octadecylethanamidc

20

12



N-2 3-dihydroxypropyl-N-dodecyldecanamide

N-23-dihydroxypropyl-N-3-ethyldodecylbutanamide

N.2-O-glucopyranosyl-3-hydroxy propy.N-heptadeciyJbutanarnide

N-23-dihydroxypropyl-N-oleyl-2-hydroxypmpanamide

N-2 3-dihydroxypropyl-N- linoleyl-2-hydroxyheptanamide

N-2 3-dihydroxypropyl-N-dodecyl-2.hydroxyoctanamide

N-2 3-dihydroxypropyl-Nhexadecyl-2-methylheptanainide

N-2 3-dihydroxypropyl-N-octadecyl-2-hydroxypentanamide

N-23-dihydroxypropyl-N-2-methylhexadecyl-2-hydroxyheptanamide

10 N423 dihydroxypropyl-N-lioleyl-2-hydroxypropanamide

N-2 3-dihydroxypropyl-N-tetreadocylethanamide

Preferably the phospholipid component in thc present delivery system is DSPC

18 Other examples ofphospholipids include phosphatidic acid lysophosphotidic acid

inositol phosphate phosphatidyiglycerol phosphatidylinositol phosphatidylserine and

15 phosphatidylethanolamine Mixtures of different typos of phospholipids can also be

used These lipid molecules are involved in transduction of signals for growth and

differentiation in keratinocytes They play an important role in mediating the actions of

cytokines and other growth factors within the skin cells These molecules will potentially

stimulate the turnover rate of the skin resulting in younger looking skin

20 The present invention relates to delivery system wherein the cornea stratum

skin bather restoration is enhanced by in situ promotion of cholesterol synthesis in the

stratum corneum by in situ promotion of ceratnide synthesis in the stratum comeum

and/or by in situ promotion of sphingolipid synthesis in the sirattim cornewn

The topical delivery system according to the present invention further comprises

13



one or more cosmetically and/or therapeutically active substances Active substances are

defined as agents other than emollients and other than ingredients that merely improve

the physical characteristics of the formulation

Aithough not limited to this category general examples of active substances

include sunscreens tauning agents skin anti-wrinkling agents anti-dandruff agents anti-

acne agents and hair growth stimulants Therapeutically active substances include but

are not limited to substances which treat conditions such as eczema dry skin itchy skin

fungal acne skin cancer hair loss louse psoriasis and wounds Therapeutically active

substances also include substances for transderma delivery i.e hormones vaccines

10 nicotine interibron and pain killers

Active substances also include for example steroid hormones Steroid hormones

inhibit inflammation and hyperproliferation of the epidermis thus resulting in

normalization of hypersensitive skin conditions Examples of steroid hormones include

bat are not limited to glucocorlicoids androgens and estrogens

15 Examples of sunscreens include those materials commonly employed to block

ultraviolet light Illustrative compounds are the derivatives of PABA cinnamate and

salicylate For example octyl methoxycinnamate and 2-hydroxy-4-methoxy benzophenone

also known as oxybenzone can be used Octyl inethoxycinnamate and 2-hydmxy-4-

methoxy benzopbenone are commercially available under the trademarks Panel MCX and

20 Benzophenone-3 respectively The exact amount of sunscreen employed in the systems

can vary depending upon the degree of prutection desired from the suns UV radiation

Additionally vitamins may also be included in the formulations of the present

invention Especially preferred is vitamin palmitate retinyl palrnitate and vitamin

linoleate tocopheryl linoleate Other esters of vitamins and may also be utilized

25 Preservatives may also be included in the formulations of the present invcntion

Suitable preservatives include alkyl esters of p-hydroxybcnzoic acid hydantoin

derivatives propionate salts and variety of quaternary ammonium compounds

Particularly preferred preservatives of this invention are methyl paraben propyl paraben

14



imidazolidinyl urea sodium dehydroxyacetate and benzyl alcohol Preservatives can be

used in amounts up to about 2% by weight of the formulation

Powders may be incorporated into cosmetic formulation of the invention These

powders include chalk talc Pullers earth kaolin starch sniectites clays chemically

modified magnesium aluminum silicate organicaliy modified montmorilloaite clay

hydrated aluminum silicate Ibmed silica aluminum starch octenyl suecinate and

mixtures thereof

Other adjunct minor components may also be incorporated into the formulations

of the present invention These components may include thickeners coloring agents

10 opaciIiers and perfinnes Amounts of these components may range anywhere from 0.001

up to 20% by weight of the composition

Essential fatty acids EPA are essential fox the plasma membrane formation of all

cells In keratinocytes EPA deficiency makes cells hyperproliferative Supplementation

111 of EPA reverses the hypezproliferation EFAs also enhance lipid biosynthesis of

15 epidermis and provide lipids for the bather formation of the epidermis The essential

fatty acids are preferably chosen from linoleic acid y-lirzolenic acid bomoi4inolenic

aid columbinic acid eicosa- n-69 13-trienoic acid arachidonic acid y-linolenic acid

timnodonic acid hexaenoic acid and mixtures thereof

most preferred embodiment of the present invention comprises delivery

20 system wherein the lipids of said systemblend with the lipids present in the cornea

stratum resulting in temporary and reversible atrophy in the lipid bRayer thereby

enhancing the possibility for penetration of therapeutical substances delivered by the

system

jxpeHments

25 Measurement of Skin Barrier Restoration

In the present context enhancing skin barrier restoration can be measured by the

following method Tape and/or acetone striping of stratum comeum skin lipid content

15



before during and after treatment period with the present invention and other systems is

performed Then HPLC analysis of skin lipid content of stratum corneum is conducted

Example of Method of Making

The phospbolipid cholesterol palniitic acid and ceramide components are put

together with water and agitated at tomperatum of 70-80 Next mevalonic acid

lactone and 25-bydroxycbolecalciferol are added Next propylene glycol glycerine

PVP and TEA added along with water Next sodium hydroxide and sodium chloride are

10 added to get desired viscosity and stable formulation Next water is added and the

formulation is agitated well Next the formulation is slowly cooled down

An active substance can he dissolved in both the lipid phase and/or the water

phase depending on the solubility and concentration of the active substance

tjj

20

16



Claims

water-based topical delivery system for an active substance characterised by

enhancing skin barrier restoration in the stratum comeum comprising water fatty

acid cholesterol ceramide and skin lipid precursors

delivery system according to Claim wherein the lhtty acid is between 0.5-1 Owt%

the cholesterol is between 0.5-lOwt% the lipid precursors are between 0.000001-

10% and cerarnide is between 0.005-20%

10

delivery system according to Claim wherein the thtty acid comprises fourteen to

twenty-four carbons

delivery system according to Claim wherein the fatty acid comprises sixteen to

j1 15 eighteen carbons

delivery system according to Claim wherein the lipid precursor comprises

mevalonic acid

20 delivery system according to Claim wherein the water content exceeds 50%

delivery system according to Claim wherein the water content exceeds 75%

delivery system according to Claim wherein the water content exceeds 79%

25

delivery system according to Claim wherein the combined content of fatty

acid cholesterol ceramide and skin lipid precursor
in said system is between

about 2-20%

30 10 delivery system according to Claim wherein the combined content of fatty

acid cholesterol ceramide and skin lipid precursor in said system is between

about 5-20%

17



11 delivery system according to Claim wherein the combined content of fatty

acid cholesterol cerazuide and skin lipid precursor in said system is between

about 5-15%

12 delivery system according to Claim wherein the combined content of fatty

acid cholesterol cerarnide and skin lipid precursor in said system is between

about 6-13%

13 delivery system according to Claim comprising combination of

10

Fatty Acid 0.5-lOwt%

Phospholipid 0.5-10 wt%

Cholesterol 0.5-7

Lipid precursor 0.000001-10 wt%

15 Ceramide 0.005% wt%

14 delivery system according to Claim 13 wherein the lipid precursor is mevalonic

acid

19
20

15 delivery system according to Claim 13 further comprising

Glycerine 0-5 wt%

Propylene glycol 0-48 wt%

25 PVP weight 40.000 0-5 wt%

TEA 0-3 wt%

16 delivery system according to Claim 13 further comprising

30 25 Hydroxycholecalciferol 0015%

Acylceraniides 0025%

17 delivery system according to Claim wherein said fitty acid is selected from

group consisting of palmitic acid myristic acid stearic acid and/or unsaturated

35 derivatives thereof as well as udictures thereof

18



18 delivery system according to Claim wherein said ceramide is selected from the

group consisting of ceramides pseudo ceramides and neo ceramides such as

ceramide 1-7 and/or mixtures thereof and precursors thereof

19 delivery system according to Claim wherein said phospholipid is selected from

group consisting of DSPC 18 phosphatidic acid lysophosphotidic acid inositol

phosphate phosphatidyiglycerol phosphatidylinosito phosphatidylserine and

phosphatidylethanolamine as well as mixtures thereof

10 20 delivery system according to Claim wherein said skin barrier restoration is

enhanced by in situ promotion of cholesterol synthesis in the stratum corneum

21 delivery system according to Claim wherein said skin bather restoration is

enhanced by in situ promotion of ceramide synthesis in the stratum corneuzn

15

Ui 22 delivery system according to Claim wherein said skin bather restoration is

enhanced by In situ promotion of sphingolipid synthesis in the stratum corneum

23 delivery system according to Claim wherein said system further comprises one

20 or more therapeutically active substances selected from the group consisting of

surisoreens tanning agents skin anti-wrinkling agents antidandruff agents antiacne

agents hair growth stimulants hormones vaccines nicotine intcrtbron pain killers

vitamins and substances which treat conditions such as eczema dry skin itchy skin

tungal infections acne skin cancer hair loss louse psoriasis and wounds

25

24 delivery system according to Claim wherein the lipids of said system blend with

the lipids present in the cornea stratum resulting in temporary and reversible

atrophy in the lipid bilayer thereby enhancing possibility for penetration of

therapeutic substances delivered by the system

30

19































































































































From dgIazermorgan1ewis coat

Sent Tuesday August 17 2004 227 PM
To thomas-skold@telia.com

Cc nbroadbent@col lagenex corn ki eistenrnorganl ewi corn

Subject Asset Purchase Agreement

Dear Thomas

Schedule should contain list of any patent patent applications cips

divisionals etc that you own that are to be transferred to CollaGenex

Please confirm whether there are any patents etc in addition to the ones

already listed on the schedule that need to be added Also CollaGenex has

informed me that it already owns the Restoraderm trademark Accordingly

are there any other trademarks that you own that should be assigned to

CollaGenex relating to this technology If there is not we can delete

these trademark provisions from the agreement Could you please forward

this email to Staffan as dont have his email address and work with him

in finalizing these schedules

Should you have any questions do not hesitate to contact me

Thank you for your attention to this matter It has been pleasure

working with you and Staffan

David Glazer Esq

Morgan Lewis Bockius LLP
502 Carnegie Center

Princeton NJ 08540

Phone 609 919.6624

Fax 609.919.6701

E-Fax 877.4FAXMLB

E-Mail dgl azermorganlewi .com

DISCLAIMER

This e-mail message is intended only for the personal

use of the recipients named above This message may
be an attomey-client communication and as such privileged

and confidential If you are not an intended recipient

you may not review copy or distribute this message If

you have received this communication in error please

notify us immediately by e-mail and delete the original

message

KOLD-000775



ArthurJackson

From
Sent Friday February 01 2013 1137 AM TRADE SECRETICOMMERCIALLY SENSITIVE

To Thomas Skold

Subject Possible Development Deal Restoraderm

Thomas
am following up on the meeting had last week with the prospecUve company utilizing Restoraderm

to develop line of products have sent them the Fowler study and few items

on the technology They did ask for the Patent but dont have it Can you send me the Patent

number so they can review

Keep you posted

EXHIBIT

EXHIBIT

Trade Secret/Commercially Sensitive SKOLD-002042
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rthur Jackson
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Dl

sold you please confirm that there are no other patents patent applications etc that need

to be listed on the Schedule Thanks

Clavid Glazer Esq
DlMorgan Lewis Bockios LIP

S02 Carnegie Center

OPrinceton NJ 08540

Phone 609.919.6624

609919.6701

Fae 877.4FAXtILe

3-Mail dg1azerAnorganlewsn.con

To dglazerknorganlewos.con

cc nbroadbent%collaeemen .com

@8/18/2004 0416 Subject RE Asset Purchase Agreement

PM

Dear David

.11 can finally confirm that we are in an agreeeent

taffan has bees away in business but gave me cal tonight after reviewing it all

Jn the consultant agreenents attachment we should though mention Ponsus Pharrea A9 which is

the company where hold approximately 20% of the shares for the moment

look forward receiving two signed copies and If possible also through fan and will return

one signed also by me

Regards

Thomas

Dear Thomas

Schedule should contain lust of any patent patent applications cips davisionals etc
that you own that are to be transferred to CoilaGenen

Please confirm whether there are any patents etc in addituon to the omen already listed on

the schedule that need to be added Also Collupeneu hem informed me that it already owns

the Restoradern trademark

Accordingly

are there any other trademarks that you own that should be assigned to collaGenen relating to

thin technology If there us not we cam delete these trademark provisions from the

agreenent Could you please forward this email to Staffan as dont have hos email address

and work with him sn finalozing thmsv schedules

Should you have any questions do rot hesitate to contact me

Thank you for your attention to thou matter It ham been pleasure working with you and

Staffan

David Giuzmr Esq

Morgan Lewis eockisn Lip

ne2 Carnegue center

Princeton NI 08540

Phone 609.919.6624

Pan 609.919.6701

5-Fan e77.4fAltMin

E-Mail dglazernorganlevin con

DISCLAIMER

This e-mail message is intended only for the pernonsl sue of the recipients named above
This message may ie an attorney-client communication end as such privileged and confidentsal

If you are not an intended recipient you may not review copy or distribute this nessega If

you have received this communication in error please nosify us imnediately by e-mail and

delete the original nessage

DISCLAIMER

This e-nail message is intended only for the personal use of the recipients naned above
This message may be en attorney client communication and as such privileged aud confidential
If you are sot en intended recipient you nay not review copy or distribute this message If

you have received this coemsnication irs error please notify us immediately by a-nail and

delete the original message

Ce

dglacer@rnorgantewts morn

Wednesday August19 2004 419PM
Thornaa Shah

ktelstes@tnorgantewstcorn nbrosdbent@cotlagemen corn

RE Asset Purchase Açreement

Soblect asset Purchase Agreement

Cc nbroadbentricollaaenex.ron klessrmnwnornan vs cnn

.4

tw

-J

Thomas Skbld

thsmas skold@tel

atom

-I

cp original Message

Oron dglazerlenorganlewos.con tmailtodglacerkenorsvnleviscnH

Oent Tuesday August 17 2004 427 PM

0o thonan-skoldtalia.con

norm
tot

Ca
rn1

on

Nw
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21/04/2010 1540 @176224420 THOMAS ANNE OJiRNO SIOA 02/29

ASSET PURCHASE AND PRODUCT DEVELOPMENT AGREEMENT

by and between

COLLAGENEX PHARMACEUTICALS INC

and

THOMAS SKOLD

Dated as of August 192904

PRJ1256533.9
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CONFIDENTIAL

Fran fowlerjoe om
Skickat den september 2001 0400

Tilt Thomas Skold Exhibit

Annie Re Sonic info Skoid Galclerma

Cancellation No 92052897

Hi Thomas

Good luck with the meetings in the US Have safe and pleac nit
trip Someday we will get you back in Arizona to see

the Grand Canyon

We will call you when we get to Stockholm either Thursday evening the 20th at home or Friday morning at the office If

your schedule is open we will plan to see you in the afternoon Fiiday then dinner Friday evening Is there anything we can

bring you from the states27

Your plan for the Caribbean looks excellent Let me know if you need any help making travel arrangements

Best Regards

Joe

Original Message
From Thomas Skold

To fowlerjoe

Sent Monday September 03 2001 7.28 AM

Subject RE Some info

Hi Joe

am supposed to see potential i\-stor on the east cciac 10 and Tuesday we have meeting wth

Neutrogena who has merge with Ortho t.1cN Wedneohy ie will see Medics and Thursday Allerga do know that

we are competing with Connetics butt feel that we have viol chance

Give us call when you get in to Stockholm On Fnday vve he at our office from 915 and my direct line 15 614

815 01 If there would something clot that our home niJ is 0176 224400 and mobile 070 660 0040

Regarding Canbbean we have not received any confirmatv vet but the schedule ngh now as follows arrival Puerto

Rico 15 leave for Tonola Jan 20 arriva in Anguilla Jan 2i ature for St Baits Jan 24th We wilt then try to stay on

St Bails for approximately one week before going back to 5tockhoini

Would this work for you

Have great journey to Finland and say hi to every one LS top is very important otherwise we would have taken

the trip to Finland as well

All the best and we look forward seeing you soon

Regards

Thomas

-----Original Message-----

From fowterjoe

Sent Tuesday August 28 2001 808 PM

To Thomas Skold

Subject Re Some info

Hi Thomas

SKOLD Galderma Cancellation No 92052897 Exhibit Book 57 SKOLD-000009



CONFIDENTIAL
Good luck with your visit to the states We do not really have any contacts with these companies although we

are oing some clinical studies for Allergan Do not actually know any high level people

Regarding the Caribbean-- This sounds like good plan We would love to see you for couple days Your

schedule looks OK but it may be bit difficult getting around to all those places in short time You can easily

fly to and from Puerto Rico to any of the islands but it is tougher to go from the smaller islands to another You

can go directly from Anguilla to St Bails 15 minute flight but am not sure you can go directly to or from

Tortola from either Anguilla or St Bails You might have to go back through PR which makes it at least 3-5

hours travel usually The alternative would be to get charter flight on small plane or maybe even boat Not

sure about the cost though If you do want to hit all places it would probably easier to go first to Tortola from

PR Then get to Anguilla then go from Anguilla to St Bails

would recommend places to stay in Anguilla We stay at Carimar Beach Club which is more of condo than

hotelnot as much service Less than 300 meters away is the Malihouhana Hotel which is the best on the

island They have about 60 rooms and great restaurant and bar that we walk over to sometimes About 1km

the other way is the Frangipani Beach Club which is small hotel All are nght on the beach and it is easy to

walk from one to the other Any of these would be great We will have car so you can explore the island with

or without us as you wish Carimar has web site think is www.carimar corn Also you can easily find other

links to Anguilla on the web with info about other hotels etc If you get tentative itinerary will be glad to

review it and make suggestions if you want

Lets plan on getting together with you in the afternoon and then for dinner in Stockholm on Friday Sept 21
Could see your office then Dinner at our hotel or whatever you would like

We look forward to seeing you then

Joe

--- Original Message ---

From Thomas Skold

To fowlerioe

Sent Monday August 27 2001 g47 AM

Subject RE Some info

Hello again

Even though you are finally back you did not get the chance to stay home that long this time either We are

extremely happy to see that you are visiting our town again We do need to arrange something and at least for

Friday night but would also like you to see our new office with al people in it of course You definitely have

chosen good Hotel and their French restaurant is one of our absolute best once in the country

Caribbean Ann and were thinking maybe to visit Anguilla for two days Tortuolla two days and end our trip with

week at St Bartha That is our ultimate goal but has not been getting any confirmation from the travel agency

yet Please advice on hotel and think maybe that we would start with Anguilla Then you will have days only

to your selves

hope to hear something from Vince during September By the way Thursday September 13 have meeting

with Neutrogena in Californian but that week is also the week we will see both Allergan and Medicis Have you

been working with any one of those companies am coming back to Sweden Saturday the You are

already in our agendas Perhaps we could see each other Friday lunch or afternoon and then have dinner that

evening Maybe at your hotel If there is anything we can do for you during your visit here please do not hesitate

to ask us

All the best to you and Lynn and we will see each other in only three weeks

Dcn.rr4o
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Exhibit

Skold Galderma

tancetlation No 92052891

ot theory of the mode of action concerning this new technology
November 2001

er

The vehicle is designed in its choice of and share of lipids to resemble the

normal
lipid organisation of the stratum corneum Thus the administered

vehicle vill easily penetrate the lipid bilaver of the skin and in doing so

create temporary and reversible state of enhanced atrophy among the

bilayer

The enhanced atrophy in itself should then give rise to enhanced

energy levels said energy could promote active transport of the

to-be-carried substances into the skin and/or naturally and reversibly

occurring holes and disorganised patches in the lipid bilayer through which

the active substances could then pass more easily

It is vent well feasible that the temporary disarray in the lipid bilayer will

temporarily break up the organised structure of the bilayer and create micelles of

lipids with areas between them surrounding them through which

lipophobic/hydrophilic substances and compositions can enter the stratum

corneum

As the content of the vehicle resembles the natural lipid build-up of the skin the so

introduced new lipids will after short span of creative chaos easily blend in with

the natural lipid building stones of the lipid bilayer and thus not

permanently damage the skin

Thomas Skold

with

icy

LipoDerm Lipoid Restoraderm Technology

at

tate

oooio
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___ ___

LipoDemi estora erm \eee tec nology or topical use
CanceUaNo.92O52891

This technology isa water based lipid product aimed to deliser to the human body and skin

different actic ingredients with therapeutic same The lipids that arc used aie sees similar

or the same as what is natural existing in the stratum corneurn skin barrier ss ith an exception

of triglycerides namely palmitin acid cholesterol and ceramide To this lipids also

mevalonic acid is added substance that contnhutes to the lipid biosynthesis It takes vets

small portion of mesalonic acid in time to reach the same cholesterol level as if cholesterol

is delivered direct to the skin fhe lipid content in this tuchnology is only ti-I 3/s and the

water content 70-80% which allows the skin to breath evaporate normally Some actise

ingredient needs to be dissolsed in for example propylene glycol or ethanol and in those eases

that amount should be taken out from the water Lontent

Vehicles has until recently not been given to ntnLh credit and products has been developed on

either an alcohol or petrolatnm base depending on the solubility on the active ingredient In

the treatment of skin disorder the vehicle can act both positive and negatie to the skin fhis

technology is developed to act as part of the treatment regime which means that the same

time as it is delisering the active ingredient it io restoring the skin barrier lunction lt is

doing that through delivering natural lipids hut also sith the lipid biosynthesk in time help

the skin to produce some of them it self

It is important not to change too much the tructure and functioning of these lipids An

emulsified fatty acid for an example will not keep its lipid abilities On the contrary it will act

as detergent instead which means ability to disrupt the barrier When formulating this fact

needs to be considered

for an acrise ingredient to penetrate the stratum curneum it some time needs help hy

penetration enhancer which is substance that will breake the natural lipid pattern and

resistance \Vith chronic use of such substance one will disrupt the barrier fumiction and the

transepidermal water loss TEWL will intrcae which will result in sensitive skin

followed by skin disorder

The theory behind this technolog is when the vehicles lipids blends with the lipids of the

stratum corneum very temporarily disorder will occur and the active ingredient can during

that time more easily penetrate
This can be e\plaincd in more technical terms but future

studies can give more thoroughly explanationdescription of what is happening

Studies that should be done in the nearest month are

Lipid study tape snipping human skin measuring lipid contents after applications

Blanching study measuring potency of hydrocortisone in different vehicles

Dual action study the effect of the vehicles in chronic hand dermatitis

Surface anastatieal study comparesant study with other formulations
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CONHDENTAL
Signing page ____ ________

IN WITNESS WHEREOF EpiTan CollaGeriex and SkOId have caused their authorised representatives

to execute this Agreement on the date first written above

Signed for EPITAN LtMITEO by an

authorised officer in the presence of

Dr Wayne Mullen

Name of officer pnnt

CEO Director

Difice beRt

Signed for COLLAGENEX
PHARMACEUTICALS INCORPORATED

by an autborised officer in the presence of

Sjreowi

Narns\f
witness print

Signed by THOMA SKOLD in the

presence of

signature of witness

Signature of witness

Name of witness print

iiture of officer

4c%L
Name of officer pnntj

c2fl%AP \JP

4-

Th
/1

/4U/t9 4P
710MM SKOLO
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flflMflKFfltUArthur Jackson Tiru I1
From Jeff Day

Sent Monday July 19 2004 800 AM
To Thomas SkOld

Subject Ph Level

Thomas

What is the PH Level range for Restoraderm think Ponsus vehicle is 6.5-8

This is for Berlex

Jeff Day

This message and any included attachments are from CollaGenex Pharmaceuticals and are intended only for the addressees The

information contained herein may include trade secrets or privileged or otherwise confidential information If you received this

message in error or have reason to believe you arc not authorized in receive it please promptly delete this message and notif the

sender by e-mail with copy to itsupponeollagenex.com Unauthorized review forwarding printing enpying distributing or using

such information is
strictly prohibited and may be unlawful Thank you

Exhibit

SIcold alderma

Cancellation No 92051897
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--flflMflfl .MtLSL
From CASSADY Qumndn cttthsF$qalLJo4 rm
Sent den 15 juh 2009 1554
To Thomas Skold

_______ _______________ ________

Subject RE Restoraderni and october
Exhibit

Skolci Galderma

Thomas cancellation No 9205891

Per our agreement Galderma has the tights to Restoraderm intellectual Property which Is comprised

of among other things all Restoraderm Patent Rights and all Restoraderm know-how related

to the Restoraderm Technology The Restoraderm Patent Rights Include all patent rights related to

the Restoraderm Technology as defined In section 1.23 As stated therein oral nasal and

intravenous are not considered to be part of the topical drug delivery technology

As such you are free to explore opportunities that are exclusively related to oral nasal or

Intravenous use

Best regards

Quintin

Quintin Cassady

Vice President and General Counsel

Galderma Laboratories L.P

14501 North Freeway
Fort Worth TX 76177

817 961-5003 office

817 905-5272 cell

817 961-0034 fax
gulnt1n.cassadytgalderma.com

www.galdermausa.com

NOTE This E-mail including attachments may be Attorney/Client Privileged and is Confidential information covered by
tbeElectronlc CommunicatIons Privacy Act iS t.S.C Sections 2510-2521 and any other applicable law and Is Intended only

for the use of the Individual or entity named herein lithe reader of thIs message Is not the intended recipient or the employee

or agent responsible to deliver it to the intended recipient you are hereby notified that any retention dissemination

distribution or copying of this communication Is strictly prohibited Although this E-mail and any attachments are believed to

be free of any virus or other defect that might affect any computer system Into which It Is received and opened It Is the

responsibility of the recipient to ensure that it Is virus free and no responsibility is accepted by Galderma Laboratories LP or

the author hereof In any way from its use If you have received this communication in error please Immediately notify us by
return E-mail

From Thomas Skold

Sent Monday July 13 2009 1055 AM
To CASSADY Quintm

Subject SV Restoraderm and october

Thanks Quintin

believe have favour to ask you
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As you know Im workiCaJIF4c4a4c1 AJn separate patent

application but with the si1ffar lfls in ler quan jes us peg ate lipi are just in the phase to put

our NSAID in to humans for the first time and preparations have recently started So for the first time

significant resources need to be invested and due to that questions have been raised over Restoraderm and my

existing agreement with Collagcnex/Galderma In paragraph 1.23 carved out oral nasal and intravenous

administration for obvious reasons dont want to share our agreement with them nor our patent applications so

what Im asking for is if you can in few words confirm to me Galdermas rights and that they are limited to

skin preparations/dermatology only need few words from you that can share with my friends That would

make my life bit easier At the same time it is of interest also to Galderma to get confirmation and understand

that LiPoint doesnt have any rights to anything within dermatology even if there would have been intra nasal

potential there

If Art hasnt told you my friends are Rob Ashley former Collagenex Mike Sember former Elan and the Mario

family former Alza

Thanks in advance and have very pleasant summer
Thomas

Fran CASSADY Quintin mailtoquintin.cassady@galderma .com

Skickat den 10 juli 2009 2132
Till Thomas Skold

Amne RE Restoraderm and october

Thomas

Thank you for your mail hope you had success in your sailing race

will confer with Art and Pierre as to the dates you suggest below and we will try to get something

scheduled do agree that we need to have productive meeting if we are going to do so

In the interim all the best to you during your time off

Best regards

Quintin

Quintin Cassady

Vice President and General Counsel

Galderma Laboratories L.P

14501 North Freeway

Fort Worth TX 76177

817 961-5003 office

817 905-5272 cell

817 961-0034 fax
puintin.cassadycqaIderma.com

www.qaldermausa.com

NOTE This E-mail including attachments may be Attorney/Client Privileged and is Confidential information covered by

the Electronic Communications Privacy Act 18 u.s.c sections 2510-2521 and any other applicable law and is intended only

for the use of the individual or entity named herein If the reader of this message is not the intended recipient or the employee
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the author hereof in
any

wac fçj jTh immediately notify us by

From Thomas Skold fmailtothomas-skold@telia.com

Sent Thursday July 09 2009 901 AM
To CASSADY Quintin

Subject Restoraderm and october

Dear Quintin

never got the time to thank
you for our conference call on June 24 At the time we had the 2nd World Psoriasis

convention here in Sweden and Prof Chuck Ellis with wife as our guests and as soon as they left for Michigan went on

an days ocean sailing race Im now about to take some time off and wanted to get back to you before that

brief summarize on what we discussed and please correct me if you think Im wrong Galderma are in the middle of

doing your homework in understanding the technology better including technical feasibility studies together with human

study on the vehicle it self The results from the human study wont be written down until some time in September

Therefore we will continue our discussion in October in regards to how to go forward At the same time we need to have

loint steering committee meeting in October as well and perhaps we could combine these items for one and the same

meeting We also need to put people on board of the committee which is something for you to think about Chuck Ellis

recommended Thomas Hultsch that recently has joined Galderma but this is of course up to you
On Sept Ill be in Los Angeles together with some dermatologists and on Sept 301h the Coastal Derm meeting starts in

San Diego www.coastalderm.org The Coastal meeting ends on Oct So to be cost effective an option would be to

either have our meeting in San Diego during the meeting which would be nice or have it in Texas on Monday Oct 5th

which is right after the meeting France and or Sweden are of course also options we could pursue What ever we decide

would like us to schedule the days as soon as possible for everyones convenience

would urge you to start thinking about terms you think is fair for us to work under as soon as some of the results starts to

reveal them selves to you so that our meeting in October will be productive

All the best

Thomas
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From CASSADY Qumndn cttthsF$qalLJo4 rm
Sent den 15 juh 2009 1554
To Thomas Skold

_______ _______________ ________

Subject RE Restoraderni and october
Exhibit

Skolci Galderma

Thomas cancellation No 9205891

Per our agreement Galderma has the tights to Restoraderm intellectual Property which Is comprised

of among other things all Restoraderm Patent Rights and all Restoraderm know-how related

to the Restoraderm Technology The Restoraderm Patent Rights Include all patent rights related to

the Restoraderm Technology as defined In section 1.23 As stated therein oral nasal and

intravenous are not considered to be part of the topical drug delivery technology

As such you are free to explore opportunities that are exclusively related to oral nasal or

Intravenous use

Best regards

Quintin

Quintin Cassady

Vice President and General Counsel

Galderma Laboratories L.P

14501 North Freeway
Fort Worth TX 76177

817 961-5003 office

817 905-5272 cell

817 961-0034 fax
gulnt1n.cassadytgalderma.com

www.galdermausa.com

NOTE This E-mail including attachments may be Attorney/Client Privileged and is Confidential information covered by
tbeElectronlc CommunicatIons Privacy Act iS t.S.C Sections 2510-2521 and any other applicable law and Is Intended only

for the use of the Individual or entity named herein lithe reader of thIs message Is not the intended recipient or the employee

or agent responsible to deliver it to the intended recipient you are hereby notified that any retention dissemination

distribution or copying of this communication Is strictly prohibited Although this E-mail and any attachments are believed to

be free of any virus or other defect that might affect any computer system Into which It Is received and opened It Is the

responsibility of the recipient to ensure that it Is virus free and no responsibility is accepted by Galderma Laboratories LP or

the author hereof In any way from its use If you have received this communication in error please Immediately notify us by
return E-mail

From Thomas Skold

Sent Monday July 13 2009 1055 AM
To CASSADY Quintm

Subject SV Restoraderm and october

Thanks Quintin

believe have favour to ask you
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As you know Im workiCaJIF4c4a4c1 AJn separate patent

application but with the si1ffar lfls in ler quan jes us peg ate lipi are just in the phase to put

our NSAID in to humans for the first time and preparations have recently started So for the first time

significant resources need to be invested and due to that questions have been raised over Restoraderm and my

existing agreement with Collagcnex/Galderma In paragraph 1.23 carved out oral nasal and intravenous

administration for obvious reasons dont want to share our agreement with them nor our patent applications so

what Im asking for is if you can in few words confirm to me Galdermas rights and that they are limited to

skin preparations/dermatology only need few words from you that can share with my friends That would

make my life bit easier At the same time it is of interest also to Galderma to get confirmation and understand

that LiPoint doesnt have any rights to anything within dermatology even if there would have been intra nasal

potential there

If Art hasnt told you my friends are Rob Ashley former Collagenex Mike Sember former Elan and the Mario

family former Alza

Thanks in advance and have very pleasant summer
Thomas

Fran CASSADY Quintin mailtoquintin.cassady@galderma .com

Skickat den 10 juli 2009 2132
Till Thomas Skold

Amne RE Restoraderm and october

Thomas

Thank you for your mail hope you had success in your sailing race

will confer with Art and Pierre as to the dates you suggest below and we will try to get something

scheduled do agree that we need to have productive meeting if we are going to do so

In the interim all the best to you during your time off

Best regards

Quintin

Quintin Cassady

Vice President and General Counsel

Galderma Laboratories L.P

14501 North Freeway

Fort Worth TX 76177

817 961-5003 office

817 905-5272 cell

817 961-0034 fax
puintin.cassadycqaIderma.com

www.qaldermausa.com

NOTE This E-mail including attachments may be Attorney/Client Privileged and is Confidential information covered by

the Electronic Communications Privacy Act 18 u.s.c sections 2510-2521 and any other applicable law and is intended only

for the use of the individual or entity named herein If the reader of this message is not the intended recipient or the employee

SKOLD Galderma Cancellation No 92052897 Exhibit Book 130 SKOLD-000084



the author hereof in
any

wac fçj jTh immediately notify us by

From Thomas Skold fmailtothomas-skold@telia.com

Sent Thursday July 09 2009 901 AM
To CASSADY Quintin

Subject Restoraderm and october

Dear Quintin

never got the time to thank
you for our conference call on June 24 At the time we had the 2nd World Psoriasis

convention here in Sweden and Prof Chuck Ellis with wife as our guests and as soon as they left for Michigan went on

an days ocean sailing race Im now about to take some time off and wanted to get back to you before that

brief summarize on what we discussed and please correct me if you think Im wrong Galderma are in the middle of

doing your homework in understanding the technology better including technical feasibility studies together with human

study on the vehicle it self The results from the human study wont be written down until some time in September

Therefore we will continue our discussion in October in regards to how to go forward At the same time we need to have

loint steering committee meeting in October as well and perhaps we could combine these items for one and the same

meeting We also need to put people on board of the committee which is something for you to think about Chuck Ellis

recommended Thomas Hultsch that recently has joined Galderma but this is of course up to you
On Sept Ill be in Los Angeles together with some dermatologists and on Sept 301h the Coastal Derm meeting starts in

San Diego www.coastalderm.org The Coastal meeting ends on Oct So to be cost effective an option would be to

either have our meeting in San Diego during the meeting which would be nice or have it in Texas on Monday Oct 5th

which is right after the meeting France and or Sweden are of course also options we could pursue What ever we decide

would like us to schedule the days as soon as possible for everyones convenience

would urge you to start thinking about terms you think is fair for us to work under as soon as some of the results starts to

reveal them selves to you so that our meeting in October will be productive

All the best

Thomas
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CONFIDENTIAL Initial Disclosure

Exhibit

Skold Gaklerma

Cancellation No 92052891

Fr cASSADY Quintin ma .Com

Skickat den juni 2009 1804
Till thomas-skokl@teliacom

Kopia CLAPP Ait

Annie RESTORADERM update

Thomas

Good day to you hope you are doing well

regret that was unable to spend much time with you when you visited Fort Worth late last year
However going forward am going to try to be more involved in the RESTORADERM project in terms

of being resource for you on the status of the project am certain you know my reference but by

RESTORADERM project am referring to the topical dermal technology known as

RESTORADERM as now owned by Galderma under the terms of the Asset Purchase and Product

Development Agreement with you dated August 19 2004

In that regard have received the following information this week

Galderma is currently conducting the following studies using its own protocols

technical manufacturing feasibility study

stability studies and

skin barrier recovery tests

study on volunteers will be performed in July 2009 The results of the study should be available in

October 2009 and the results will help to guide our plans for RESTORADERM going forward
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CONFIDENTIAL Initial Disclosure

Patent proceedings

Below is status on the pending applications relating to the delivery system compositions

European Procedure

European Patent application EP 03728242.3

Patent application is under examination

Last action dated 0510212009 answer to the examination report is enclosed as well as the

pending set of claims

We have amended the delivery system appellation to skin preparation as skin preparation

seems better definition of the invention

Furthermore you will note that we focused on the three phases process to obtain the composition

process that leads to the specific structure of the composition with these three phases
the dispersed phase also called foam phase in the patent comprising lipid particles and

optionally gas sphere
The ultrafine dispersed phase also called vesicle phase in the patent comprising vesicles

The hydrophilic phase comprising the other components of the composition

We have amended the claims to this precise three-phase-composition and the process to obtain it

US procedure

US2004/0009213 AppI 10/957 320 the 320 patent

As you may remember regarding the analysis made by the examiner and patent attorneys mainly

due to the prior art consisting of the previous publication of the 371 patent the 320patent was
considered not patentable As such 320 patent application was abandoned in favour of the 371

patent

US 2005/0129722 AppI 10/388 371 the 371 patent

The 371 patent application was subsequently abandoned in favour of the 406 patent due to

prosecution issues and strategy

US2009/081139 Appl.N 12/082406 the 406 patent

Patent application is pending and not yet under examination The Published application is enclosed

But please note that in answer to the future Office actions we will amend the US claims in

accordance with the European ones

Please find also herewith enclosed summary of the main relevant prior art cited during patent

examination

Elias patent WO 94/00127 priority date June 18 1992 publication date January 1994
discloses
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the author hereof in any way from its use If you have received this communication in error please immediately notify us by

return E-mail
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CONFIDENTIAL Initial Disclosure

Arthur Jackson

To Thomas SkOld

Subject RE Restoraderm

Fran CASSADY Quintin mailtoquintin.cassady@galderma.comj ExhiWtj

Skickat den 17 juni 2009 1535 Skold Galdernia

Tilt Thomas Skold Cancellation No 92052897

Amne RE Restoraderm

Thomas

have forwarded your questions to our RD personnel requesting that they provide me with answers

Upon receipt will forward them to you

Regarding the other mailers raised in your mail below would be curious to know the details about

what you heard at the AAD in March regarding Restoraderm Without the details it is difficult for me
to look into it and comment

On your agreement dont believe Galderma ever agreed to do new agreement with you or

otherwise modify the existing one We did agree to listen to your requests and review what

CollaGenex was talking with you about in this regard and we did so However as stated in my prior

e-mail to you Galderma simply does not believe that there is need to replace or modify our existing

agreement at this time It continues to govern our relationship and sets forth certain terms for

royalties in the event product incorporating Restoraderm patent goes to market

If you would like to arrange call with me so we can avoid further trading of e-mails on this mailer

please let me know am traveling the rest of this week and also the latter part of next week but

sometime in the morning Texas time on Tuesday or Wednesday next week would generally be good
for me

Best regards

Quintin

Quintin Cassady

Vice President and General Counsel

Galderma Laboratories L.P

14501 North Freeway

Fort Worth TX 76177

817 961-5003 office

817 905-5272 cell

817 961-0034 fax

quintin.cassadyqalderma .com

www.qaldermausa.com

NOTE This E-mail including attachments may be Attorney/Client Privileged and is Confidential information covered by

the Electronic Communications Privacy Act 18 U.S.C Sections 2510-2521 and any other applicable law and is intended only

for the use of the individual or entity named herein If the reader of this message is not the intended recipient or the employee

or agent responsible to deliver it to the intended recipient you are hereby notified that any retention dissemination

distribution or copying of this communication is strictly prohibited Although this E-mail and any attachments are believed to

be free of any virus or other defect that might affect any computer system into which it is received and opened it is the
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Ironi Thomas Skold skold@teuia.comj

Sent tuesday June 16 2009 1101 AM
CONFIDENTIAL Initial Disclosure

Subject Restot aderm

Dear Quintin

have few follow tip questions for you in regards to the update but also last weeks statement

Could you please be more specific when it comes to

technical manufacturing feasibility study what kind of study are we talking about

stability studies what active compounds are you working ssith

skin barrier recovery tests what parameters will you be looking at and where will the tucly be conducted If

you have not recommend you to study similar studies conducted earlier with Restoraderin by Dr Ruby

Gadhially in San Francisco where she among other things concluded that since Restoraderm is not occluding

the skin after application treatment for days should be advised before measuring for example TEWL
the human study that will be conducted in July 2009 what kind of study it end points and where will it

be conducted

During the AAD meeting in the beginning of March this ycar it caine to my attention that Cialderma revealed to

third parties that Galdenna were only interested in the name Restoraderin and not the technology it self When

on March 16th received an e-mail from Galderma stating that the RD team was meeting with your legal folks

to draft an areement for my review was positively surprised Since new agreement would for sure benefit

long term committed Galderina am sincerely confused by your recent statement For me to better understand

your position is it possible for you to communicate some of the arguments behind your point of view Or is it

merely temporarily until results are available in October

Best regards

Thomas
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CONFIDENTIAL Initial Disclosure
From Thomas Skold

Sent Tuesday June 16 2009 1101 AM

To CASSADY Quintin

Subject Restoraderm

Dear Quintin

have few follow up questions for you in regards to the update but also last weeks statement

Could you please be more specific when it comes to

technical manufacturing feasibility study what kind of study arc we talking about

stability studies what active compounds are you working with

skin barrier recovery tests what parameters will you be looking at and where will the study be conducted If

you have not recommend you to study similar studies conducted earlier with Restoraderm by Dr Ruby

Gadhially in San Francisco where she among other things concluded that since Restoraderm is not occluding

the skin after application treatment for days should be advised before measuring fo1 example TEWL
the human study that will be conducted in July 2009 what kind of study is it end points and where will it

be conducted

During the AAD meeting in the beginning of March this year it caine to my attention that Galderma revealed to

third parties that Galdemia wcre only interested in the name Restoraderm and not the technology it self When

on March 6t1I received an e-mail from Galderma stating that the RD team was meeting with your legal folks

to draft an agreement for my review was positively surprised Since new agreement would for sure benefit

long term committed Galderma am sincerely confused by your recent statement For me to better understand

your position is it possible for you to communicate some of the arguments behind your point of view Or is it

merely temporarily until results are available in October

Best regards

Thomas
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CONFIDENTIAL

Arthur Jackson

From Thomas Skold

Sent Wednesday September 05 2001 343 AM
To Jeff Day

Subject RE Products for Medicis

Thank you
Exhibit

Talk to you later and keep your fingers cross today when Ralph is seeing David Kohn
Gatderma

Cancellation No 2052 897

Regards
Thomas

Original Message-----

From Jeff Day 1toidayffmyexcel.com1
Sent Wednesday September 05 2001 201 AM
To Thomas Skold

Subject Re Products for Medicis

Medicis

Loprox ciclopirox olamine 1% Cream Solution

Lidex fluocinonide 0.05% Cream/OintlSolution/Gel

Neutrogena Ortho Dermatology

Speotazole Cream econazole nitrate 1%
Sunscreen

Note We will be meeting with the following people primarily to discuss Spectazolo They seem to be interested

in teh sunscreen but the marketing director for OTCs is located in LA We may have to move on this at later

date arid concentrate on Spectazole to start am trying to set up meeting on Wed PM or early Thursday with

this guy
-Tom Carey VP Bus Development

-Yossi Camu Director Bus Development

-R group

am waiting to hear back from Allergan as soon as hear will alert you You will need to arrive in on Monday
and depart on Friday will take care of arrangements from Newark/Philly

Jeff Day

Original Message

From Thomas SkOld

To Jeff Day

Sent Monday September 03 2001 405 AM

Subject RE Products for Medicis

Morning Jeff

know you have day off today and hope you will enjoy it

did not get in contact with Ralph again but think we are going to have conference call tomorrow with David

Kohn and Ralph
About next week do need to know as soon as possible if we are going to see Allergan also Reason being that

we need to plan Prof Stefan Arvers trip so he will be useful the whole time Remember that this
trip will be on me

personally and not the company at this time If we succeed will be able to transfer the costs to Ponsus

Please let me know what Neutrogena expects from us on Tuesday Are they ready to make decision Are we

talking both on the sunscreen range and Spectazole
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Give me also as much info on Medicis as possible Stelan needs this info to prepare him self Please give us the

info on Loprox as well

Could you possible buy and send us the book with all registered pharmaceuticals in the US dont remember

the name of it

We should also talk tomorrow Suggest fime for that call

All the best

Thomas

Original Message-

From Jeff Day

Sent Friday August 31 2001 630 PM

To Thomas SkOld

Subject Products for Medicis

Thomas
The second product we are discussing at Medicis as as follows

Lidex

Fluocinide .01%

You have already recieved the information on Loprox is this correct

Jeff Day
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CONFIDENTIAL

Arthur Jackson

From Thomas Skold

Sent Monday September 03 2001 606 AM
To Ralph Soldo

Subject Conference call

170
Exhibit

Good morning Ralph Skoki Gakierma

Cancellation No 92052891

hope your long weekend was pleasant

am writing you just to find out about our conference call with David Kohn on Tuesday Were you able to agree with

David before the weekend about certain time on Tuesday If not please respond on this E-mail as soon as you can so

know when need to be on my home phone

really hope we can do this on Tuesday That would give you some time to send us something in writing that can use

internally Then as you know will be on the east coast Monday and Tuesday next week will be arriving at Newark

Monday p.m We have meeting with Ortho McNiel and Neutrogen on Tuesday afternoon so we could meet to finalize

this either Monday afternoon or before and during lunch on Tuesday

Please advice

All the best

Regards

Thomas
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CONFIDENTIAL

Arthur Jackson

From Jeff Day
Sent Wednesday September 05 2001 806 AM
To Thomas Skold

Subject Re Schedule

Exhibit

Skold Galderma
am working out the details as we speak Cancellation FJo g2052897

Jeff Day

Original Message

From Thomas SkOld

To Jeff Day

Sent Wednesday September 05 2001 340 AM

Subject RE Schedule

We might have to squeeze in Ralph either on Monday or Tuesday

Could you arrange this for me

If there will be no meeting with Allergan might take the Thursday flight home instead of Friday

Regards

Thomas

Original Message

From Jeff Day
Sent Tuesday September 04 2001 1010 PM

To Thomas Sköld

Subject Schedule

have confirmed several meetings

Monday Arrival into Newark

Meeting with CollaGenex

Tuesday AM meeting with Neutrogena Ortho Derm

PM Depart for Phoenix

Wednesday 900 AM 1130 Med icis

am still waiting for Allergan to confirm and if we go there we will also meet with OMP Direct to Physcian sales

organization located outside of Los Angeles

Jeff Day
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CONFIDENTIAL

Arthur Jackson

From Thomas SkOld

Sent Thursday September 06 2001 358 AM
To Joff Day

Subject FW USA
biljetter som budas flu

Exhibit

Skold Galderma

Good morning Jeff Cancellation No 92052897

Unfortunately did not hear aflything from Ralph yesterday

have arranged tickets for us but from Newark 590 for each of us This is the price you

get if you are coming from Europe and they do not have to know that you were not on that

flight

hope you arrange all hotels for us Which means two night at Newark and one in Phoenix

Regards

Thomas

Original Message

From svante.isbergnymans.se Behalf Of

platinum.travelthnymans se

Sent Thursday September 06 2001 932 AM

To SKOLUPONSUS SE

Subject USA biljetter som budas nu

Hej

Här kommer tidtabellerna med priser
Allt ska vara under kontroll jag bjuder p5 budkostnaden men dS det finns en risk for

uppdebitering av Jett Bays biljett ber jag dig att maila mig ett svar att du godkänner en

uppdebitering om det mot förmodan skulle ske

Trevlig resa

Svante Isberg

AMERICAN EXPRESS RESEBYRA DATUM 06SEPTEMBER01

BOKNINGSREF ZIW9IM

106 82 STOCKHOLM

SWEDEN SKOLD/THOMAS MR

EMLY

SERVICE FRAN TILL AVRESA ANKOMST

SCANDINAVIAN

AIRLINES SK 903

MAN 1OSEP STOCKHOLM SE NEWARK NJ 1040 1310

ARLANDA NEWARK INTL

UTRU BOEING 767-200/300

PLATS 02H BEKRAEFTAD

RESERVATION BEKRAEFTAD BUSINESS

AMERICA WEST AIRLINES HP 687

TIS 11SEP NEWARK NJ PHOENIX AZ 1800 2041

NEWARK INTL SKY HARBOR INTL

UTRU AIRBUS INDUSTRIE A319

PLATS 18F BEKRAEFTAD

RESERVATION BEKRAEFTAD ECONOMY

AMERICA WEST AIRLINES HP 684

ONS 12SEP PHOENIX AZ NEWARK NJ 1504 2242

SKY HARBOR INTL NEWARK INTL

UTRU AIRBUS INDUSTRIE A320-l00/200

PLATS 19B BEKRAEFTAD
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RESERVATION BEKRAEFTAD ECONOMY

SCANDINAVIAN AIRLINES 5K 904

FRE 14SEP NEWARK NJ STOCKHOLM SE 1745 0740

NEWARK INTL ARLANDA 1SSEP

UTRU BOEING 767-200/300

PLATS 03G BEKRAEFTAD

RESERVATION BEKRAEFTAD BUSINESS

OEVRIGT 1SFEB STOCKHOLM

FRI

BOKNINGSNUMMER HP/VA4OHH SK/JT74X

SK KORTNR 5KEBG001187939

PDR/JCXPNX

KONTROLLERA ATT PASSET AR GILTIGT MAN EFTER HEMKOMST

HOTELLBOKNINGAR GARANTERAS MED ERT AMERICAN EXPRESSKORT

NO SHOW AVGIFT DEBITERAS ENLIGT HOTELLETS AVBOKNINGSREGLER

VI RESERVERAR OS5 FoR PRISHöJNINGAR UTANFR VAR KONTROLL

AMERICAN EXPRESS RESEBYRA OATUM 06SEPTEMBER01

BOKNINGSREF ZRNSHO

106 82 STOCKHOLM

SWEOEN BAY/JEFF MR

EMLY

SERVICE FRAN TILL AVRESA ANKOMST

AMERICA WEST

AIRLINES HP 687

TIS 11SEP NEWARK NJ PHOENIX AZ 1800 2041

NEWARK INTL SKY HARBOR INTL

UTRU AIRBUS INOUSTRIE A319

PLATS 18E BEKRAEFTAD

RESERVATION BEKRAEFTAD ECONOMY

AMERICA WEST AIRLINES HP 684

ONS 12SEP PHOENIX AZ NEWARK NJ 1504 2242

SKY HARBOR INTL NEWARK INTL

UTRU AIRBUS INDUSTRIE A320-100/200

PLATS 194 BEKRAEFTAD

RESERVATION BEKRAEFTAD ECONOMY

OEVRIGT 30MAR PHOENIX

SAT

BOKNINGSNUMMER HP/VBBS2M

2S59SI

TREVLIG RESA ONSKAR SVANTE
KONTROLLERA ATT PASSET AR GILTIGT MAN EFTER HEMKOMSI

HOTELLBOKNINGAR GARANTERAS MED ERT AMERICAN EXPRESSKORT

NO SHOW AVGIFT DEBITERAS ENLIGT HOTELLETS AVBOKNINGSREGLER

VI RESERVERAR OSS FOR PRISHOJNINGAR UTANFOR VAR KONTROLL

Pris Atlantsträckan 20862 sek

Pris Iririkes USA 5909 sek
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Companies Promoted to During the Collagenex-Skold Galderma-Skold

collaboration Collagenex-Tied Promotions

Proctor Gamble

Optime Liposomal John Kinzell 6aIdermS
ATS Advanced Tissue Atrix cancellation No 92052891

Antares

Epitan

Fujisawa

Ortho

Watson

Pathfinder

Skin Medica Diane Goostree

Cardinal

Novartis Katrin Kriwet

Galderma Art Clapp

Therapeutics Inc or DUSA Dan Paquadio

TexasDerm Abramovits

Ranbaxy Deborah McRonald
InyX-Pharma Uli Bartke

Pfizer

Johnson Johpson
Connetics
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Delivery of Actives

Water Soluble Active Fat Soluble Active

SKOLD Galderma Cancellation No 92052897 Exhibit Book 429



U.S Patent Oct 2011 Sheet of US 8029810 B2

ar

SKOLD Galderma Cancellation No 92052897 Exhibit Book 430



U.S Patent

%.4

-pJ

Ca

Ci

ci
4-

It

Cl
I.

Cl

ci

041

Oct 2011 Sheet of7 Us 8029810 82

FIGURE 7- Amount of AO detected in stratum corneum arid total skin

cj REF2.0

0.4

Stratum Cornetun Total skin Receiver

FIGURE Amount of CF detected in stratum corneurn total skin and the receiver

compartment

eza

Lii REF

3-

$lnfwii Conwnw Total skin

SKOLD Galderma Cancellation No 92052897 Exhibit Book 431



U.S Patent

L.a

at

Oct 2011 Sheet of Us 8029810 82

FIGURE Amount of AO detected at different depth of stratum comeujn

FIGURE Fluorescence microscopy images

tWiddf SC

____Total SC

SKOLD Galderma Cancellation No 92052897 Exhibit Book 432



US 80298th B2

WATER-BASED DELIVERY SYSTEMS

CROSS-REFERENCE TO RFI 4JFD

APPLICATIONS

This application claims the beoefit of U.S pateot applica

tion Scr No 10/388371 filed Mar 13 2003 and U.S Pro

visional .spplication No 601365059 filed Mar II 2002

both of which are incorporated herein by reference

FIELD OF fIll INVI Ni ION

The present invention relates to novel topical and

mucosal delivery systems for drugs or any other active sub

stance

BACKGROUND OF THE INVENTION

Ilie main demands on human skin are to prevent loss of

water and to prevent water and other matter ol Ihe envirno

ment from entering the body indiscriminately The human

skin thus forms selectively pernussible physical barrier

between the Isuman body and its surronndings

The barrier function has been shown to reside ia the stra

tum corneuni The stratum eorneum is the topmost layer ofthe

skin aad is built of eorneoeytes oraeoeytes are cells that

contain extensively cross linked proteins surrounded by

highly resisiani cell envelope The eorneneytes are embeilded

in bed of specific lipid structures of lmsg chain lipids These

long chain lipids are organized as hilamellar structures vi

stacked on top of each other The bilnmellar structures fill the

intercellular spaces between the eorneoeytes

To account for the skins barrier properties and for its

selective hydrophilie and hydrophobic pathways the skin has

been described as mosaic barrier model This model envis

ages barrier lipids to exist predominantly in crystalline gel
form Such form provides water impermeable domains

which are surrounded by so-called grain borders ol lipids in

liquid crystalline state Ibis arrangement provides an effec

tive water tight barrier that still allows minute but eon

trnlled loss of water through the liquid crystalline interdo

mains This controlled water loss is enough to keep the keratin

of the stratum comesun hydrated ihe liquid character of the

interdomain graia borders allows passage of hydrophilie and

hydrophobic molecules on down-hill gradients i.e passage

by passi diffusion

Dermal delivery systems are compositions which deliver

active substances to or through the skin These compositions

typically contain skin permeation enhancers Permeation

enhancers may induce stnictural transformations of the hila

mellar structure in the liquid crystalline interdomain regions

and thus promote transdermal delivery of for example phar

macological substances

Typical dermal delivery systems hose an alcohol or petro

leum base with little consideration given to the biological

properties of the vehicle itself For example emulsified kitty

acids can inherit certain detergent properties if their structure

is significantly altered from those in the normal skin The

detergent properties can lead to disruption of the normal

barrier function which is counteractive to the potential ben- se

efit of the delivery system Disruption of the normal barrier

fsmction often causes the stratum corneum to lose its natural

potential to function properly as barrier As result the skin

becomes either too dry or too permeable to environmental

substances

Other conventional delivery systems that are thought to

protect the skin from harmful substances are barner aint

nsents The purpose of barner ointments is to provide film

and thereby create layer which is inupermeable to environ

mental substances Due to the impermeability though these

ointments both increase the body temperature of the treated

body part as well as prevent perspiration and thus render an

uncomfortable sensation

The dennal delivery systems described above are not for

mulated to deliver substance to or through the human skins

without permanently disrupting the stratum eoraeums aatu

ml harrier function

SUMMARY OF THE INVENTION

In one embodinsent the invention relates to water-based

is
delivery system for an actise substance characterized by

enhancing skin barrier restoration in the stratum corneum

comprising water fatty acid cholesterol and cerainide In

another embodiment the delivery system also comprises at

least one skin lipid precursor

21 In an additional enahodiment the ins ention relates to dcliv

cry system for an active substance comprising water and

lipoplulic compnnents wherein the lipnphilic components

comprise fatty acids cholesterol and ceramidelphospho

lipid portion and wherein the lipophilie components are in

the form of lipid particles and gas spheres or vesieles This

delivery system can also comprise at least nile skin lipid

precursor

BRIEF DESCRIPTION OF DRAWINGS

FIG lisa diagram showing the gas spheres lipid particles

vesicles and hydrophilic phase of the delivery systems
FIG is diagram showing the components of the gas

spheres of the delivery systems
35 FIG is diagram showing the cnmpnnents of the lipid

particles and nI the vesicles of the delivery systems

FIG is diagram shnwing the lncatinn of active suh

stances within the various inieroconapartments nfthe delivery

systems
4t3 FIG is microscopic image of the foam phase

FIG is graph shnwing the amnunt nf 56 carhnxyflun

rescein CF detected in the stratum eorneumn total skin and

the receiver cniapartment fur four different fnnuulatinns

CE-A CF-B CF-C and the reference

FIG is graph shnwing the amnunt nfacridine orange

10 nonyl bromide AO detected in the stratum cnrneum

total skin and the receiver conapartment for four different

formulations AO-A AO-B .kO and the reference

FIG is graph showing the amount of AO detected at

different depths of the stramm cnrneum

FIG are fluorescent microscope images showing in vivn

results for the penetration of active ingredients into the skin

using the delivery systems frozen section of normal skin

stained with hematnxylia viewed by light microscopy auto

.5 fluorescence of untreated epidermis auto fluorescence of

petrnlanmna with penetration only into stramm enmeuni

auto fluorescence of the total
lipid

formulation variation

with penetration into the viable epidennis and dennis

DETAILED DESCRIPTION OF INVENTION

The present invention provides an improved topical deliv

ery system skin preparation fonnulated to deliver sub

stance to or through the human skin without permanently

ss disrupting the stratum corneums natural barrier function

Additionally the topical delivery system
of the present inven

fion pravides unique skin barrier restoration properties
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ii percentages given below are indicated in percent by

weight ll numbers are approximate

The topical deliveiy system of the present invention is

water-based fonmila non comprising hydrophilic and lipo

philic components In preferred embodiment the delivery

system comprises water contei1t exceeding 50% such as

more than 55% 60% 65% 70% 75o 76% 77% 78%
79% 80% 85% 87% 90% 94% 95% and 98% Preferably

the water content is between 60-80% more preferably

between 70 and 80%
Ihe topical delivery system is preferably designed in its

choice and composition of lipids to resemble the normal lipid

organization ofthe stratum corneum horny layer as much as

possible Upon administration the system formulation

blends with the lipids naturally present in the stratum cor

neum and easily penetrates the lipid bilayer of the skin In

doing so the system carries along with it one or more active

substances to be administered he system enhances penetra

tion of active substances into and/or through the stratum

corneum while the normal barrier properties of the stratum

corneum are left intact and/or are even fhoetionally

enhanced

The hpophilic component i.e lipids of the system com

prises fatty acids cholesterol and ceramide/phospholipid

portion The lipids are similar to those which make up the

normal stratum corneum The preferred ratio of the ceramide/

phospholipid portioncholesterol.fatty acid is in the range of

approximately 211.5 to approximately 2.950.50.5 Prefer

ably for example the ratio is appmximately 211 more

preferably the ratio is approximately 2.3511

The fatly acids ol the present invention can be any fatty

acid mixtures of fatty acids salts of fatty acids or mixtures of

fatty acids and salts of fatty acids The fatty acids can be

saturated or unsaturated Additionally the fatty acids can

comprise precursars of fatty acids In preferred embodi

ment the fatty acids coniprise ten twelve fourteen sixteen

eighteen twenty twenty-two or twenty-four carbon atoms

or any mixture of such fatty acids fatty acid mixture with

predominant portion of fatty acids which comprise chain of

sixteen or eighteen carbon atoms is most prctcrred

For example the delivery system can be prepared Irom

mixture of fatty acids of the following composition at most

about of component comprising chain of fourteen

carbon atoms between about 47 and about 52% of compo
nent comprising chain of sixteen carbon atoms between

about 43 and about 48% of component comprising chain

of eighteen carbon atoms and at most about 1% of compo
nent comprising chain of twenty carbon atoms

Examples of suitable saturated fatty acids for use in the

delivery system include lauric acid myristic acid palmitic

acid stcaric acid arachidic acid bchenic acid and 1iioccric

acid Examples of suitable unsaturated
fatty

acids include

oleic acid palmitoleic acid linoleic acid linolenic acid and

aracludonic acid Preferably the delivery system contains an

essential portion such as about 90% of such fatty acids

The preferred fatty acids are the essential fatty acids

EFAs EFAs are essential for the plasma membrane forma

tion of all cells In keratinocytes EFA deficiency makes cells

hyperprolilŁrative Supplementation of EFAs reverses the

hyperproliferation EFs also enhance lipid biosynthesis of

the epidermis and provide lipids
for the barrier formation of

the epidermis The essential fatty acids are preferably chosen

from linoleic acid y-linolenic acid homo-y-linolenic acid

colunibinic acid eicosa-n-69 13 -trienoic acid arachidonic

acid timnodonic acid hexaenoic acid and mixtures thereof

The delivery system also comprises cholesterol or deriva

tives of cholesterol such as for example lipid
esters of cho

lesterol

The ceramide/phospholipid portion can comprise 00%

ceramide 100% phospholipids or any other percent combi

nation of ceramide and phospholipids For example the cera

mide/phospholipid portion can comprise 95% ceramide and

5% phospholipids 90% ceranside and 10% phospholipids

85% ceraniide and 5/a phospholipids or 80% ceramide and

20% phospholipids

Since the system preferably resembles the lipid composi

tion ofthe skin ms much as possible it is desirable to use 100

ceramide in the ccramide/phospholipid portion however

from an econonsic point ofvicw the addition ofphospholipid

to the ceranude/phospholipid portion may be more suitable

choice

The ceramide component of the delivery system can be any

ceramide or any mixture of cerainides In this specification

20 ceramides include pseudoceramides and neoceramides

For example the ceramide may be any of ceramide

and/or mixtures thereof Some specific examples of ceram

ides include ccraoudc ceramide cenimide ceramide

cerasnide GA cerebrosides and ceramide GB Preferably the

ceramides used in the systems arc ccramides and An

example of formulation that comprises these ccramidcs is

SK-Inliux Cosmoferm
Some examples of pseudoceramides include

N-2-hydroxyoetadecyl-N-2-hydroxyethyl hexadecana

10 mide

N-2-hydroxyoctadecyl-N-2-hydroxyethylpropanamidc

N-2-hydroxyhexadecyl-N-2-hydroxyethylbutanamide

N-2-hydroxyhexadecyl-N-2-hydroxyethylheptanamide

N-2-hydroxyoctadecyl-N-2-hydroxyethylethanamide

Is N-2-hydroxyoctadecyl-N-2-O-glucopyraoosylethylpen-

tananside

N-2-hydroxydodecyl-N-2-hydroxyethylhexanamide

N-2-hydroxydodecyl-N-2-hydroxyethyl-2butylhexaoa-

nude

40 2-hydroxyhexadecyl-N-2-hydroxyethylethanamide

N-2-hydroxydodecyl N-2-hydroxycthyl -2-hydroxyhex-

anamnmde

N-2-hydroxytetraadecyl-N-2-hydroxyethylpropaoamide

N-2-hydroxyhexadecyl-N-2-sulfoethylhcxadccaoamidc

hydroxyoctadecyl phosphoethylbutanamide

N-2-hydroxyuctadecyl-N-2-hydroxyethyl-2-hydrox-

ypropanamide

N-2-hydroxy-3-octadeeyloxypropyl-N-2-hydroxyethyl

hexadecananiide

511 N-2-hydroxy-3-oonauyloxypropyl-N-2-hydroxyethyl

propanamide

N-2-hydroxyoetadecyl-N-2-hydroxyethyl-2-hydrox-

ypropanamidc

N-2-hydmxy- hexadecyloxypmpyl-N-2-hydroxyethyl
cs hexadecananiide

N-2-hydroxy-3-octadecyloxypropyl-N-2-hydroxyethyl

butanamide

N-2-hydroxy-3-hexadeeyloxypropyl-N-2-hydroxyethyl

ethanamide

so N-2-hydroxy-3-dodecyloxypropyl-N 2-sulfohydroxy-

ethyldeeanamide

N-2-hydroxy-3-decyloxypropyl-N-2-hydroxyethylhex-

anamidc

N-2-hydmxy-3-octadecyloxypropyl N-2-hydroxyethyl

ss hexadeeanamide

N-2-hydmxy-3-dodecyloxypropyl N-2-hydroxyethylbu-

tanamnide
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N-2 hydroxy octadecyloxypropyl N-2 hydroxyethy

co-o-hnoleuyldocosanamide

N-2 hydroxy-3-dodecyloxypropyl-N-2-hydroxyethyl

propanamide

2-hydroxy 3-hexadecyloxypropyl-N 2-hydroxyethyl

meihylpropanamicle

N-2-hydroxy-3-tetraadecyluxyprupyl-N-2-hydroxyethyl

ethanainide

N-2-hydroxy-3-dodecyloxypropyl-N-2-hydroxyethyl

heptanamide

N-2 hydroxy hexadecyloxypropyl N-2-phosphoethyl

hexadecanainide

N-2-hydroxy-3 dodecyloxypropyl -N-2-hydroxyethyl

propananiide

N-2-hydroxy-3-octadecyloxypropyl -N-2--glucopyrano-

sylethyl hydroxy pro-panamide

hydroxy-3 octyloxypropyl N-2 hydroxyethylpen

tanamide

Some examples of neoceramides include

N-23-dihydroxypropyl N-hexadecylbutanamide

N-2.3 dihydroxypropyl tetradecylethaomnide

2.3 dihydroxypropyl N-hexadecyl 2-hydroxypro-

panainide

N-2.3 dihydroxypropyl-N-octadecylbutamide

2I-dihydroxypropyt-N-2-ethylhexadecylhexanamide

N-23-dihydroxypropyl-N-exadecyl 2-hydroxyoctaisa-

mide

N-2.3 dihydruxyprupyl -N 3-methy lhexadecylethano

mide

N-2.3-dihydroxypropyl -N-dodecylbutanarnide

N-2.3 dihydroxypropyl-N-hcxadccyl-2-hydroxyhexana-
mide

N-2-hydroxy-3-O-glucopyranosylpropyl-N-hexadecyl

octananude

N-2-hydroxy-I-phosphopropyl N-octadecylethanarnide

N-2 hydroxy-3 sulfopropyl-N hexadecylbutanamide

2-liydroxy-3-O glucopyranosylpropyl -N hexadecyl

decanamide

2I-dihydroxypropyl-N-heptadecylethanamide

2.3 dihydroxypropyl-N 3-nsethylhexadecylethana-

mide

N-2.3-dihydroxypropyl-N-heptadecyl butanamide

N-23--dihydroxypropyl-N-6-dodeceovlhexadecanamide

N-2.I-dihydroxypropyl-N-2-methylhcxadccyl-2-hy-

droxy-ethanamide

N-2.3-dihydruxypropyl-N-cctadecvl-2 hydroxypropan

amide

N-2-hydroxy-t O-glucopyranosylpropyl-N-heptadecyl

ethananside

N-2-hydroxy-3-sulfuprupyl-N-dodecylheptanamide

N-2.3-dihydroxypropyl-N-tetradecyl-4-hydroxybutana-

mide

N-23-dihydroxypropyl-N-octadccyl-t-O-linoleoyl-
docosanamide

N-2.3-dihydroxypropyl-N-linoleylethanamide

N-23-dihydroxypropyl-N-oleyl-2-hydroxy-heptan-

amide

N-2.3-dihydroxypropyl-N-iyiodecyl-t-O-linoleoyl-

docosanamide

N-23-dihydroxypropyl-N-octadecyl-3-hydroxybutana-

mide

N-2-phospho-3hydroxypropy1-N-eptadecy1butanamide

N-23-dihydroxypropyl-N-2-methylhcptadecylpropana-

mide

N-2.3-dihydroxypropyl N-3-ethylheptadecylbutanamide

N-2-sulfo-3-hydroxypropyl-N-l -octadecylethanamide

N-2.3-dihydroxypropy-N-octadecylpropanasnide

N-23-dihydroxypropyl N-dodecyldecanomide

N-23-dihydroxypropyl-N-3-ethyldodecyl butanamide

N-2 -O-glucopyranosyl-3-hydroxy propyl-N-heptadecyl

butanamide

N-23 dihydroxypropyl oleyl 2-hydroxypropanamide

23 dihydroxypropyl N-linoleyl 2-hydroxyheptana-

mide

N-23-dihydroxypropyt-N-dodecyl-2-hydroxyoctana-

mide

N-23 dihydroxypropyl-Nhexadecyl-2 inethylheptana

tnide

N-23-dihydroxypropyl-N octadecyl-2-hydroxypentana

mide

N-23-dihydroxypropyl-N-2-methylhexadecyl-2-hy-

droxyheptanamide

23-dihydroxypropyl-N-linoleyl 2-hydroxypropana-

inide

23-dihydroxypropyl-N-tetradecylethanamide

The phospholipid component may contain any phospho

20
lipid or mixtures ol phospholipids Preferably the phospho

lipid component comprises phosphatidylcholine PC Other

examples of phospholipids melude distearoylphosphatidyl

choline DSPC 18 phosphatidic acid inositol phosphate

phosphatidytglycerol phosphatidylinositol phosphati

dylserine and phosphatidylethanolansine

Additionally the phospholipid component can comprise

one ormore lysophospholipids Lysophospholipids are single

chain phospholipids Examples oflysophospholipids include

lysophosplsatidylcholines such as nsonopalmitoylphosphati

an dylcholine MPPC lysophosphatidylglycerots lysophos

phatidylethanolamines lysophosphatidylinositols lyso

phosphatidylserines and lysophosphatidic acid Mixtures of

different types of phospholipids andlor lysophospholipids

can also be used

as Ixamples of phosphnlipid components include formula

tions which are sold by Degussa BioActives under the fol

lowing names Epikuron 20051-I Epikuron 200 and Epikuron

170 All these formulations comprise phospholipids e.g.

soya phosphatidylcholines PC and
fatty

acids These for-

40 mulations differ in the saturation and chain length of their

constituent phospholipids and fatty acids

EPIKURON 200 SH comprises about 95% PC and 1.2%

lysophosphatidytcholine use phospholipids used in this br

mulation are saturated long-chain phospholipids Saturated

45 phospholipids prevent leakage of active substances through

the vesicular bilayer to greaterextent than unsaturated phos

pholipids do Also saturated phospholipids are more stable

both mechanically and chemically The fatty acids in EPIKU
RON 200 SH are all saturated fatty acids and are mainly

an stearic fatty
acid

EPIKtJRON 200 comprises about 95% PC and 3% lyso

phosphatidylcholine The phospholipids used in this formu

lation are mainly unsaturated Also about 85% of the
fatty

acids are unsaturated The
fatty

acids are mainly liaoleie acid

55 This formulation provides enhanced penetration

EPIKIJRON 170 comprises PC and other phospholipids

such as phosphatidylethanolamine PE The phase behaviour

of Ph is different from PC because of the smaller head group

area in PE In particular PE forms reversed hexagonal phases

Sn instead of lamellar phases in excess water and at high tem

peratures Also about 85% of the
tatty acids in EPIKtJRON

170 are unsaturated The fatty acids are mainly linoleic acid

The chain melting temperature for phospholipids is the

temperature at which the transition from solid phase to liquid

ss crystalline phase of the lipid bilayers occurs Ihe chain smelt

ing temperature decreases with increasing unsaturation and

decreasing chain length of the phosphohpmd In the case ot
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saturated long-chained phospholipids the addition ofcholes

terol lowers this temperature In the case of highly unsatur

ated phospholipids thc addition of cholesterol has the oppo

site effect than for saturated phospholipids

If there isa need to changc the propenies of the formula

tion the choice ofphospholipid is an important component to

consider since different phospholipids give rise to varying

characteristics of the formulation

In preferred embodiment the present system also com

prises skin lipid precursors The lipid precursors include any

compound that promotes in situ cholesterol ceramide or sph

ingolipid synthesis The preferred lipid precursors are meva

Ionic acid which promotes in situ cholesterol synthesis and

25-hydroxycholecalciferol which promotes in situ ceramide

synthesis in the skin Other preferred precursors are palmitoyl

CoA and serine which together are convened to 3-ketosph

inganine which promotes in situ ceramide synthesis in the

ski

By the promotion of in situ cholesterol and ceramide syn
thesis in the skin the overall cnntent of

lipid in the system can

be maintained in range as low as approximately 20%

Therefore the water content of the delivery system can be as

high as 80-98% The high water content enables the skin to

breathe normally and enhances its
ability to restore its

normal barrier function rapidly

Other
lipid precursors useful in the present invention

include fnr example mirles denxyacetein cimifugn

side adapalene adenosine aloe derived lectins -aminopro

pyl dihydrogen phosphate anise extracts ascorbic acid and

derivatives thereof ascorbyl palmitate asiatic acid beuzoic

acid derivatives biotin butanoyl betulinic acid cathechola

mines coenzyme QI dehydrocholesterol dehydroascorbic

acid and derivatis es thereof estrogen and derivatives eyth

robic acid genistein lipuic acid 4-methoxysalicylic acid

N-acetylcysteine panthetine pregnenolune and derivatives

retinal retinoates retinal retinyl acetate retinyl glucuronate

rctinyl linoleate retinyl palntitate rctiisyl proprionate

phytosphingosine sphingosine and others

Preterably an alkaline compound or buffer system is

included in the formulation to adjust the pH Examples of

alkaline compounds include triethanolamine lEA sodium

hydroxide sodium acetate and sodium bicarbonate

Examples of buffer systems include carbonic acid/potassium

carbonate phosphoric acid/potassium phosphate and acetic

acid/sodium acetate

The
fatly

acids of the final delivery system can be in free

state or can form salt The portion of
fatty acids which is in

tree state is
partially dependent on the pH of the formula- 50

tion In general the level of free kitty acid increases as the pH
of the formulation decreases Depending upon the particular

usc of the formulation the pH of the formulation can vary

Preferably the pH of the formulation is about 6.5 to 7.8

In preferred embodiment the delivery system comprises s5

triethanolamine TEA It is preferred to adapt the molar ratio

between the fatty acids and triethanolamine to eisable cer

tain portion of the fatty acids in the final delivery system to

form triethanolaminium salt while another portion of the

acid exists as free fatty acid Preferably the delivery system is

prepared from fatty acids and triethanolamine in which the

molar ratio of the fatty acids to the triethanolaminc is higher

than about preferably higher than about 31
In preferred embodiment the delivery system comprises

combined content of
fatty acid cholesterol eeramide/ 55

phospholipid portion and skin lipid precursors between

ahnmut 2-20% preferred low end of this
range

is about 2%

3% 4% 5% 6% 7o or 8% preferred high end of this

range is about 13% 14o I5a 16o 17o 18% 19% and

20%
In another preferred embodiment the amounts of the cons

ponents of the delieuy system are as follows fatty acid

05-10% cholesterol 0.5-10% ceramide/phospholipid

portion 0.005-20% and lipid precursors 0.000001 10%

In preferred embodiment the formulation does not con

tain any instating ingredients Examples of
irritating usgredi

to ents include alcohols such as isopropanol and ethanol short

chain fatty acids and detergents Preferably the formulation

contains less than 10% alcohol niore preferably less than 5%

alcohol most preferably less than 100 aleuhol and optimally

no alcohol

is Without the intention to limit the scope of the invention

possible theory explainung the mechanical properties of the

delivery system tbllows The administered formulation easily

penetrates the lipid bilayer of the skin In doing so the system

creates temporary and reversible state of enhanced atrophy

20 among the
lipid components of the bilayer The enhanced

atrophy in itself then gives rise to either enhanced energy

levels wherein the energy could promote active transport of

the to-be-carried substances into the skin and/or creates

naturally and reversibly oecurrmg holes and disorganized

patches in the lipid bilayer through whuch the active sub

stances could then pass more easily It is very well feasible

that the temporary disarray in the
lipid bilayer will tempo

rarily break up the organized structure of the bilayer and

create inicelles of lipids
with areas between them or sur

So rottnditsg them through which lipophobie/hydrophilue sub

stances and/or compositions can enter through the stratum

corneum As the lipid composition of the formulation

resembles the natural lipid composition of the skin the so

introduced new lipids will after short time of creative chaos

ss easily blend in with the natural lipid building stones of the

lipid bilayer and thus not permanently damage the barrier

function of the skin

Following the tensporauy disarray in the lipid bilayer the

normal barrier tonetion of the cornea stratum rapidly returns

40 That is the skin barrier restoration is rapid The rapid return

may be enhanced by the lipid precursors of the formulation

For example tlse in situ promotion ofeholesterol synthesis in

the stratum eonseons the in situ promotion of eeramide syn
thesis in the stratum corneum and/or the in situ promotion of

40 sphingolipid synthesis in tlse stratum eonseum may allow for

the rapid skin barrier restoration

delivery system according to the present invention pref

erably comprises combination of

Fioty Acid tt5 24 ii.0-Oi0

Phoaphotipid
ii to

Chotesterot 0.5 700

Lipid precursor 0.iJI Ui iit tO

Mevatonic acid and/or

t-tydroxycholecatcifcrot

tcramidc OiiUio 700

Not all components are present are 0%
Another preferred embodiment of the delivery system

comprises

FanyAcid ems 24
Phoophotipid

Chotesterot

2.5 tUa

0.0 iOo

0.5 7a
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-continued

Lipid precorsol 0.000001

Mevalooje acid and/or

t-tydroxycholrcalciterol

Cecaosde 0.fls0

Glycerine
ii

Propylene glycol

PVP leg weight 41511

45s

0-500

lEA 03o

Not all components are present are Os
An even niore preferred embodiment of the delivery sys

tem comprises

Fatty \cidC16 24 2o

Fttospholipid

Cholesterol

Lipid precursor .10 tOJI 1100

Mesatooic acid sad or No Or tto

25 Hdrosychotecalciterol ii Is5 01 .15/i So

Cerasoide 0.01

Glycerine 3s

Propylene glycol 40

IWI weisht 41.100

TEA ii0

An even more preferred embodiment of Use delivery sys

1cm coniprises

Fatty ScsI Cl 24 2c

Phospholipid

Cholesterol

Lipid precursor
5-0 011 1100

Mevalonic acid soil or ls or .0100

05 l-15d osycholecslcirerol 101 Uo or 5015/5

eraronde 501500

Orlycerote 300

Joopylese giycol
40

FM oseghi 400011 200

us 0500

Cersoode 11I250o

For delivery systems formulated for dry skin conditions

such as for example eczema psoriasis and shingles the

amount of the
lipid precursors are preferably increased by

hictor of about three to about six more preferably by factor

of about lour to live vis-ª-vis systems not formulated for dry

skin conditions For example system for dry skin condi

tion can comprise about four to live times as much mevalonie

acid andsor 25-hydroxyeholeealeiferol as system not made

for dry skin condition For example dry skin system can

comprise about 0.01% mevalonie acid and about 0.0015%

25-hydroxycholecaleiferol vis-à-vis about 0.002% meva

Ionic acid and about 0.0003% 25-hydroxyeholecaleiferol in

other type of systems

The topical delivery systeni according to the present inven

tion further comprises one or more cosmetically and/or thera

peutically active substances Active suhsianees are defined as

agents other than emollients and other than ingredients that

merely improve the physical characteristics of the formula

tion

Some general examples of active substances include sun

screens tanning agents skin anti-wrinlding agents anti-dan

droll agents anti-acne agents hair growth stimulants and

vitamins Therapeutically active substances include but are

not limited to substances which treat conditions such as

eezensa dry skin itchy skin lungal injection acne skin

10

cancer hair loss louse mfeetion psoriasis and skin lesions

i.e wounds Therapeutically active substances also include

substances lhr transdermal dehvery tor example interleukin

hormones vaccines nieotme interleron p0nn killers pep
tides proteiits and vitamins

Active sobstanees also include steroid honnones Steroid

Isormones mhibit inilainmat ion and hyperproliferation of the

epidennis thus resulting in normalization of hypersensitive

skin conditions Fxamples of steroid hormones include but

to are not limited to glucoeortieoids androgens and estrogens

Examples of sunscreens include those materials com
monly employed to block ultraviolet light Illustrative eom

pounds are derivatives of PABA cinnamate and salieylate

For example octyl methoxyeinnamate and 2-hydroxy-4-

methoxybeozophenone also known as oxybenznne can be

used Octyl nsethoxyeimsamate and hydroxy methoxy

benzophenone are commercially available under the trade

marks Parsol MCX and t3enznphenoise-1 respectively he

exact amount of sansereess ensployed in the systems can vary

ti depending sipon the degree of protection desired from the

sons UV radiation

Examples of vitamins include vitamiis and vitamin

preferably in Itse form of an ester of fatty acid such is

itansin pallmitate retinyl palmitate and vitamins

linoleate toeophetyl linoleate Other esters of vitamins

and may also be utilized such as any of the fatty acids

mentioned above and below

Preservatives may also be included in the formulations of

the present invention Suitable preservatives include alkyl

esters of p-hydroxybenzoie acid hydantoiis derivatives pm-

pinnate salts and variety of qsiatemary ammoni im eons-

pounds Particularly preferred preservatives of this invention

are methyl paraben propyl paraben imidazolidinyl urea

sodium delsydroxyaeetate and besszyl alcohol Preservatives

Is are typically used in amounts up to about toy weight of the

formulation -An example of preservative is Phenonip

Other adjunct minor components may also be incorporated

into the fonnulations of tlse present invention hese compo
nents may inelside tlnekeners coloring agents opaemtiers and

4o perftimes For example any thickening agent can be included

in the formulation to adjust the viscosity of the formulation

Exausples of ssntable thickening agents include glycerol and

xanthan gum Some additional adjunct minor components

include chalk tale Fullers earth kaolin starch smeetites

45 clays chemically modiFied magnesium aluminium silicate

organically moditied montmorillonite ela hydrated ala

mrnisms silicate fumed silica alsmsinium starch octenyl sue

cinate and mixtures tlsereof Amounts of these adjunct minor

components may range anywhere front 0.001 up to 20% by

so weight of the fonnulation i.e eumpusitiun Additionally to

adjust the pH bases can be included in the systems e.g
sodium hydroxide and triethanolamine

The delivery system can be in any form such as cream

lotion gel and an aerosol foam The amount of certain

adjunct minor components used in particular formsilation

varies depending on the desired form of the delivery system

as would be known by skilled artisan For example the

amount of thickening agent used to prepare an aerosol foam

formulation is about 10 to 20% of the amount used to prepare

so cream formulation Additionally emulsiflers are added to an

aerosol foam formulation such as for example laureth

In another embodiment the present invention provides

mucosal delivery systens formulated to deliver substance to

or through human mucous membrane without permanently

ss disturbing the integrity of the mucous membrane The

mucous mensbrane is the moist tissue that lutes some organs

and body cavities such as nose mouth lungs reetsmm stom
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ach and vagina and secretes mucous The mucosal deh\ cry

system compnses the lipophilic and hydrophulic components

as descnbed above The particular tnrmulations ot the

mucosal delivery systems are varied to accommodate the

particular environment of the mucosa as would be known by

skilled artisan

In preferred embodiment the lipophilic components of

the topical or mucosal delivery system
form three types of

particles gas spheres vesicles and
lipid particles These

three types of particles are within hydrophilic phase i.e

aqueous medium See FIG

The gas spheres are lipid mnonolayers that enclose air

bubbles These monolayers are formed from the lipophilic

components NegatE ely charged carboxylate groups stud the

outer surfaces of thesc gas spheres See FIG Preferably

these gas spheres are approximately pin to approximately

500 pm in diameter

The yes ides are lipid
bi

layem enclosing hy drophilic core

These bilayers are formed from the lipophilic components

Negatively charEed carboxylate groups said the inner and

outer surfaces of the vesicles See FIG The vesicles can

range from approximately 0.02 tun to approximately 0.5 pm
in diameter or from approximately 0.5 pm to approximately

pm in diameter or from approximately pm to approxi 25

mately 2.5 pm in diameter The diameter ofa vesicle increases

as the amount of an active ingredient incorporated into the

vesicle increases

The lipid particles are lipid monolayers enclosing thtty

acids These monolayers are formed from the lipophilic com

ponents See FIG The lipid particles are less than approxi

mnately to approximately 150 pm in diameter The lipid

particles may be in the fonn of individual lipid particles or

the lipid particles may aggregate to form crystals

the various particles uf the delivery system provide micro-

compartments with different properties Due to these differ

ent microcompartments the delivery system can be used to

deliver both hydrophilic and lipophilic active substances For

example water soluble active substance can be located in

the hydrophilic core of the vesicles or can be located in the

hydrophilic phase of the system lipid
soluble active sub

stance can be located within the monolayer ofthe gas spheres

within the bilayer of the vesicics or within the monolayer or

within the core of the
lipid particles See FIG

Preferably the delivery systems comprise three phases i.e

foam phase vesicle phase and hydrophilic phase lise

foam phase comprises the gas spheres and the lipid particles

The vesicle phase comprises the vesicles and the
lipid par

ticles The hydrophilic phase comprises water and hydro

philic components

In preferred embodiment the delivery system is pro
duced from three portions i.e fractions in particular

hydrophilic portion and two lipophilic portions The two lipo

philic portions comprise the lipophilic components as defined

above Both lipophilic portions are immersed in aqueous

media One portion is made into the foam phase The other

portion is made into the vesicle phase The foam phase por

tion and the vesicle phase portion can be in ratio from about

17 to about 71 Preferably the foam phase portion and the

vesicle phase portion are approximately equal in amount

Prelerably the foam phase is formed by mixing the foam

phase portion at about 65 to 85 The pH is set to the range

of about 5.5 to 8.2 The mixing is performed under conditions

so as to allow gas spheres to form Mixing can be performed

by using au nsixing apparatus such as for example an Ultra

torrax Ultra Turrax 25 Janke Kunkel IKA-Labortech

12

nik The tune and speed of mixing can vary For example

Ultra-turraxing can be pertonned for one minute at speed of

9500 rpm

Preferably the vesicle phase is formed by gently mixing

the vesicle phase portion at about 65 to 85 More prefer

ably the vesicle phase is formed by homogenizing or soni

catiog the vesicle phase portion at about 65 to 85 The pH
is set to the range of about 5.5 to 8.2 Preferably the vesicle

phase is produced under conditions which do not allow any
10

gas to enter the formulation such as in vacuum

lomogenization can be accomplished with for example

high pressure homogenizer or sonicator An example of

homogenizer is Ramne homogenizer from APV The pres

sure of the homogenizer can be set for example from about

10000 to 40.000 psi An example of sonicator is Soniprep

150 minofactured by Sanyo Galleocamp Plc Ultrasound

radiation is transmitted by high frequency vibrations ia

titanium alloy probe from transducer that converts electrical

energy to mechanical energy Ihe diameter of the probe tip

can vary An example of diameter of probe tip is about 9.5

inn The amplitude at which the sooicatioo can be performed

can vary An example of an amplitude is 10 microns for 30

minutes

The lipid particles andlor lipid particle crystals fonn as

by-product of the fonnation of the foam phase and vesicle

phase In either the foam phase or vesicle phase op to 30% of

the lipophilic components can be in the form of lipid particles

aodlor
lipid particle crystals

Ia The hydrophilic phase is formed by mixing together waler

soluble components with water i.e hydrophilic portion

Examples of water soluble components include propylene

glycol glycerol polyvinylpyrrolidone and thickeners e.g
xanthan gum

The foam phase vesicle phase and hydrophilie phases are

mixed together Preferably an equal aoiount of each phase is

used in the fonnulation

The toam phase vesicle phase and hydrophilic phases can

be mixed together in any order For example the foam phase

4u and the vesicle phase can be first mixed together and then the

resulting mixture can be mixed with the hydrophilic phase As

another example the foam phase can be first mixed with the

hydrophilic phase and then the vesicle phase can be added

One or more active substances can be added to the foam

45 phase portion the vesicle phase portion the hydrophilic por
tion or combination of these portions

the specific components of formulation and the tormu

lation process can be varied to obtain delivery systems which

allow for different rates of the release and degrees of pen
so etratioo of active substances For example the phase ofthe

systeos in which an active substance is placed atfects release

and penetration rates For instance to enhance penetration

rates of either hydrophilic or lipophilic active substance

major portion of the active substance is placed within the

vesicle phase portion

Another tactor which affects release and penetration rates

is the size ofthe micro-compartments The size of the vesicles

can he controlled via the formulation process For example

during processing as the homogenizing pressure and dura

60 tion increases the vesicle size decreases

An additional factor which affects release and penetration

rates is the type ot phospholipids used in the formulation For

example penetration can be enhanced by including greater

portion of unsaturated phospholipids within the fonnulation

65 Preferably greater than about 90% greater than about 95%
or greater than about 99% of the phospholipids used in the

formulation are unsaturated phospholipids
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Also phospholipids which include elesated levels of snr

lace active single chain agents enhance penetration Surfhce

active single chain agents at abont level of 2% to 10 of the

phospholipids are considered to be at an elevated level

Examples of snrthee active agents are lysophospholipids

Examples ofphospholipi formulations that enhance pen

etration include EPIKURONk 200511 and EPIKURONK
200 and are described above

the concentration of free fatly acid is also an important

parameter affecting penetration rates relatively high level

of free fatty acid enhances penetration of hydrophilie active

substances

Penetration rates can also be enhanced by the addition of

certain adjuvants For example an anionic surthetant can be

added to the foam phase portion \lso incorporation ol glyc

eryldilaorate into the vesiele bilayers creates more flexible

vesieles which can enhance penetration

Penetration rates can also be enhanced by the addition of

non-iome adjuvants In preferred embodiment the delivery

systems of the present invention further comprise non-ionic

adjuvants

Unlike ionic surthetants non-ionic adjuvants do not carry

charged species Instead non-ionic adjovants comprise

hydrophilic group short water-soluble polymer chain

The polymers used in non-ionic adj uvants are preferably 10 to

100 units long These adjuvants are mild on the skin even at

high loadings and long term exposure

Non-ionic acijuvants are known in the art Examples of

noniomc adtuvants call be found tor instance in Noniomc
Sorfaetunts Organic Chemistry edited by Nico van

published by Marcel Dekker 1998 and Non-ionic Snrfac

tants Chemietil Analysis Surfaetant Science Senes Vol 19
by John Cross published by Marcel Deklcer Oct 1986

Some non-ionic adjovants can be divided into classes depend

ing on the type of hydrophilic group appearing in the adjn

vant

lo classes of non ionic adjnvants that comprise poly

ethylene oxide groups as their hydrophilic groups are alco

hol ethoxylates and the alkylphenot ethoxylates Examples of

non ionic adjuvants of these classes include tetraetlaylene

glycol monododeeyl ether polyoxyethylene 21 giyeol mon

ododecyl ether poiyethylenoxide-polypropylenoxide PEO
PPO bloek-copolynlers such as the commercially available

PEO-PPO-PEO tribloekeopolymers called Synperonies

P108 and P127 polyoxyethyiene ailcylphennls polyoxyeth

ylene alcohols poiyoxyethylene esters of
fatty acids poly

oxyethylene niereaptans and poiyoxyethylene alkylamines

Another class of non-ionic adjuvants is the a1lc polygly

ensides In these molecules the hydrophilie group is sugar

molecule such as polysaceharide disaccharide trisaceha- so

ride maltose etc Preferably the pnlyglyeosides have one or

two sugar groups in their chains Examples ofnon-ionie idju

vants of this class include alkyl glncoside and glucose ester

Another class of non-ionic adjuvants is sorbitao ester sur

faetants Examples of non ionic adjnvants of this class Sc

include polysorbate 20 i.e polyoxyethylene 20 sorbitan

monolaurate sold as Tween 2OTM polysorbate 60 i.e pnly

oxyethylene 60 snrhitan mnnostearate pnlysnrbate 80 i.e

polyoxyethylene 20 sorbitan nionooleate and polysorbate

65 i.e polyoxyethylene 20 sorbitan tristearate

The delivery systems of the invention can comprise one

nnn-iome adjovant or combination of non-ionic adjuvants

Preferably approximately 0.1% to approximately 15% of

delivery system of the present invention is comprised of

non-ionic adjuvant Preferred lower boundaries of this range

include approximately 0.1% 0.2% 0.3% 0.4% 0.5% 1%

and 2% Preferred npper hnnndaries of this range include

14

approximately 0.3% 4% 0.5% 1% 2% 3o 4% 5% 6%
7% 8% 9s 10% 11% 12% 11% 14% and 15% of the

delivery systems Each lower boundary can be combined with

each upper boundary to define range The lower and upper

boundaries should each be taken as separate element

he non-ionic adjnvant call be added to tile hydrophmlie

portion either lipophilie portion or combinations of these

portions Preferably the non-ionic adjuvant is added to all the

portions During the production of the hydrophilie portion or

either hpophilie portion the zion-ionic adjuvant is preferably

added before the mixing step

In addition to increasing the rates of penetration of active

ingredients the inclusion of non-ionic adjuvants in the dehv

cry systems also increases the diameter of the vesieles vis-ª

us the delivery systems without these adjuvants while keep

ing the amount of active ingredient constant The vesiele can

range from approximately 0.02 cm to approximately 2.5 pm
in diameter with tile addition of the adjusants The size ofthe

other particles are not significantly affected by the addition of

the noniome adjuvants

Additional factors which affect release mid penetration

rates include the ratio between the diflerent lipid compo

nents the ratio between the foam phase the vesiele phase and

the hydrophihie phase and the ratio between the amounts of

active substances within each phase

In one embodiment of the present invention the lipophihie

components of the delivery system form only two of the

above-defmed particles That is the formulation comprises

only the gas spheres and lipid particles or the formulation

comprises only the vesieles and lipid particles

In this enìbndiment the delivery system is produced from

hydrophilie portion and lipophihc portion The hipophihie

portion is made either into the foam phase or the vesiele

phase as described above Preferably the vesicle phase is

produced under conditions which do not allow any gas to

enter the formulation such as in vacuum The foam phase or

vesicle phase is mixed with the hydrophilie phase Preferably

an equal amooslt of either the loam phase or vesiele phase and

the hydrophilie phase is used in the formulation

lhus while there have been described what are presently

believed to be the prelerred embodiments of the present

invention other and himrtlaer enibndiments modifications and

45 improvements will he known tn those skilled in the art and ii

is intended to include all such further embodiments modihl

eations and improvements and come within the true scope of

the claims as set forth below

EXAMPLES

Example

.A General Methnd of Making

The phuspholipid cholesterol palmnitme acid and eeraniide

components are mixed together with water and agitated at

temperature of 70-80 The fnlhnwing additional compo
nents are added mevainnie acid lactone 25-hydmxyehole-

to ealeiferol propylene glyeol glycerine PVP TE.A added

along with water and sodium hydroxide Sodium hydroxide

is added to adjust viscosity and stabilize the formulation

Water is then added and the formulation is agitated well The

formulation is then cooled down

An active substance can be dissolved in both the lipid phase

andlor the water phase depemsdimsg on the solubihty and eon

censration of the active substance
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16

Formulation of Preferred Embodiment of the

lopical Delivery System

An active ingredient is excluded from this formulation

Component Total amount

Water 79 500 of formulation

fpikoron 200SH 310e ot formulation

Palmitie arid t.5o of forioulation

tic tesicrol of forinsitlation

Mevalonie acid 0.t.lto ot foreoulation

or O.to of toemulatirn

Triethuiotuouir 0.50o of tormulation

Phenonip fl40 of tormulatioo

XanCtian gum 2.Oo ot formulation

.Skiuflux 2.tiu of forioulation

da tivdroayrtiotrcatcifeml toot 5% of formulation

or 0.01 tao of formulation

tropylroir glycot 4.000 of formulation

fityceeot tio of foruuilotion

tolvvioiylpyrrotidoar ...0 of furiiiolatmii

LpS.noou 2tO5H me tiydiogrnaied teciiliios in ptiosptniidytctiotnie PCI

Skiullon isa htceit penitoci ohiaioahte thorn tegussa Cotdsehmati which canine era

oiide Sit Phytasphiogo or Cholesterol Sodium Couooyt t.actytaie irhomer and

\authan Cmiii

Meratouic acid taciano icr lipid rrecorcoi foe ctiotesierot fatly acids

2a Hydronyct olecalciferol is lipid prucaesor for ceiomidns

xanthaoi Oaui isa dirckouur polysaccliarrrle

PStFNONIP is peeservauve and hlcad of peeahunc

Three fracttons cestcle fraction foam fraction and

hydrophilic fraction are first prepared beparately as

described below Each fraction weighs 3.3 kg Then the three

fractions are mixed together The following tables show the

percent amount of each component contributed by each frac-

lion to the final formulation Thus for each consponent the

suns of the percent amounts of all the fractions is 100%

Vesicle Fraction

Percent Aoic mit in Final

omponent Formulation

Water 33o of total water

Hydrogenated lrrithi.nu 5O0 of total amount

Palmitie acid 5Q0 of total amount

Cholesterol 50 of total amount

Mevalouie acid SOCe of total amount

Tricthanolmnuir 5O ot total amount

Preservative leg Paraben mixturrl 5li0 ol total amount

xanthan gmo 15u of total amount

.Skinttax 33 of total amount

25 hydrorcycholecatoiferot 50 of total amount

SM sodium hydroxide ml
per

1000 grams of water

the Percent Aieiouet in frsal foenentonen indrcntes the percentage of each component
which sec ufrihoaed ha the esictr fracaoo to the hoot fnemoitnneo

In formitig the vesicle fraction the components are mixed

and heated to the tensperature range of 65 to 85 while

gently stirring TIse pH is set to the range of 5.5 to 8.2 by the

use of sodium hydroxide The resulting mixture is then

homogenized Homogenization can be accomplished by for oo

example homogenizer set at high pressure e.g 10000 to

40.001 psi or by sonieator The size of the vesieles is

partially dependent upon how long the resulting mixture is

agitated For example to obtain an average vesiele size of

0.140 the resulting mixture is agitated for 60 minutes at 65

about 70 The mixture is then allowed to cool to below 40

Percent uount is Final

Component formulation

later 33u of total water

Hydrogetiurd lecithins 5O0 of total amount

Palasitic acid Q0 of total amount

Cholesterol lo of total ansosint

Meratonic acid Suo of total amount

Irietlimiol aouitse all% total amosuit

Preservative paraben mixture Stlo rf total amoant

Xanthan gassi of total amount

SK mflas 330 cf total amount

25 hydroxyeholecalecferot S0e cf total amount

SM eodium hydroaide ml per 1001 of water

In fonuing the loans fraction ilse components are tisixed

and heated to the temperature range of 65 to 850 while

stirring the pH is set to the range of 5.5 to 8.2 by the use of

sodiuns hydroxide The coosposition is nsixed vigorously for

minute Mixing can be done with ULTRA FURRAX from

IKA Werke Janke Kunkel GmbH Co KG Staufen

3S Genssany The composition is then allowed to cool to beloW

40

Hydrophilie Fraction

omponent

Peis.ent Aiuount
iii

Final

Foeiuulation

water 34% of total water

Propylene glycot
10000 of total aniucmt

Celyoeml t00 of total amosmt

Pu
yvinytpyrroliduoe

100% of total amount

\astthan gum 775c of total amount

Stccnt5ux 34% of total anuoimt

sM sodium hydroxidr 3.0 ml
per 10110 at mater

the Percent Amount in Fwal Formulation indtcates the percentage of each componeoi

40 which is contubuted by thu hydrophilic fraction to the hunt formolation

In forming the hydrophilic fraction the components are

mixed and heated to the temperature range of 65 to 850

While stirring TIse pH is set to the range of 5.5 to 8.2 by use

of sodiuns hydroxide Once honsogeneous the composition is

then allowed to cool to below 40
In torming the final formttlatmon after all the fractions are

cooled down below 40 die three fractions are osixed

together in any
order Forexample the foam fraction ma added

so to the vesmele fraction and gently mixed Then the hydrophilic

fraction is added The resulting mixture is gently blended for

several mimsutes to obtain homogeneous solittion

The delivery system of this example is in the form of

cream In order to produce delivery system in at aerosol

foam form the total amouist of xanthan gum to the final

formulation is reduced from 2% to about 0.3% Additionally

an etmilsifier is added such as laureth Preferably the

emulsifier osakes up about 0.7% of the final fonnulation

Example

Formulation of Example with Lidoeaine as an

Active Ingredient

An example of 48 kg batch of formulation of the

delivery system follows The three fractions used to prepare

this fonnttlation each contain 16 kg

it

IS

Tho Percent Amount efmal formololion indicates thu percentage of cacti component

which is coetnhetret by hr foam fraction to the heal foemolohoe

30
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INtl Name mdc Name Supplier 65 Amount

ttydrogenaied Epikumo ThOSIt Orgasm kg

1..ecitliinrs ciolrlschrnidt

Cholesterol Veadico 57 it kg

Palmtttc acid Karlshamu 57 10-3 it kg

Cerunide 13 611 Skir Flux Degussa kg

Phytosphingosine Doldschmtdt

Cholesterol

Sodium Cams yl

actylate

Cu hoitier Xanthan

Gao
Mevalonic acid Sigma Aldrich 674260 48

lactone

25 Idvdrcrsv Soleav 19366 173 ii he

chioleL.ilcttrrol

Propylene glycl MB Sveda 7-5i-6 2.0 kg

Glyceon90.30o Vendico 6681 kg

Polunotylpyrrohidone Apuieket SiFtS 39 kg

11cm gao SigtnaAldricli 11138 66 Itt kg

Iredumolarutnr MB Sveda 71 kg

55
Phtenoatp Sc rudico ii kg

henucil

Jul rcatn lISP grade Apoleket 2.4 kg

Pnriltrd lii -lit kg

Wot

Example

Measurement of Skin Barrier Restoration

In the present context enhancing skin barrier restoration

can be measured by tape and/or acetone striping of stratum

corneum skin lipid content before during and after treat

ment period with the present invention and other systems

Then lIPLC analysis of skin lipid content of stratum conseum

is conducted

Example

hi Vivo Model and Skin Penetration Results

Tracer amounts of the fluorescent dye NBD C6 ceramide

were added to the fonsiulat ion of Example and to reference

VaselineR The formulation and the reterence were each

applied to hairless mice epidermis Skin biopsies from three

nuce in each experimental group were taken two hours after

application for fluorescence microscopy Zeiss Axioplan

110 is fluorescent microscope image This image

clearly shows that the uptake of the fluorescent probe is more

enhanced tor the torrnulation of Example than for the ref- so

erence Remarkably the effect was seen as soon as two hours

after application

Example

Addition of Non Ionic Adju ants into the

Formulation of Example

This example demonstrates how the addition of non-ionic

adjuvants to the formulations of the present invention in

particular the formulation in Example affects the charae
60

teristics ofthe formulation This example also demonstrates

preferred distribution of active ingredients in the vesiele and

foam phases
Two difierent model active mgredients model actives

were used in this example i.e hydrophilie and lipophilic 65

model active The lipophilic model active is aeridine orange

tu-nonyl bromide AU the hydmphilic model active is

The non-ionic adjuvants used were tetraethylene glycol

monododecyt ether l3rijttt 30 and polyoxyethyleae 23 dode

4tt

56-earboxyfluorescein CE The penetration of these

model achives correspond to the penetration that would be

obtained for typical hydrophilic and lipophilie drugs The

structures of these model actives are shown below

tdr

.Acridine orange Itt nonyl bromide

16 Carboxyfluoreacein
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cyl ether Brij 35 and were obtained frnm Sigma-Aldrich

St Louis Mn. Their structures are shnwn below

ttrij 111

Brij 15

Three different vanations of the formulations were studied

for each model active These formulation variations are

defined as Formulation and as follows

orinulation wills StY of the model active in the vesicte

phase and 5000 in the foam phase

Formulation with all of the model active in vesicle phase

and

Formulation cootaioiog BrijcR
30 and

Brij to 35 with 50%

ol the model active 10 vesicle phase and 5000 io the foam

phase The ann-ionic adjuvants were added to the vesiele

fraction and the foam fraction and constituted .0 wt of the

total lormulation

Of the model actives 0.028 wt On 910 4M of .AO was

used and 0.011 wt 003.010 4M ofCF was used

Characterization of Vesiele Phase

cnmparison of the particle size polydispersity index and

zeta potential of the vesicles of Formulations nod was

conducted

An autosizer Malvern /etasizer bOOt-IS Malveni lostru

ments td Malvem tJK was used to measure the size dis

tnhotion ofthe vesicles zetasizer Malvern /etasizer 20X
Malvero Instriunents Ltd Malvero UK was used to measure

the zeta potential The zeta-potential is defined as the poteo

tial across the diffuse layer of ions surrounding the vesicies

The zeta-potential is related to the
stability

of the vesicles in

such way that high magnitude of the zeta-potential implies

vesiebes with higher surface charge This higher surfbee

charge in turn increases the repulsion between the vesicies

and accordingly the stability of the formulation

Preferably the samples were diluted before measurements

were taken For example belare measuriog the size distribu

tion water was used to dilute the saoiple Before measuring

the zeta-potential 10mM NaCI was used to dilute the saniple

comparison of Formulations and with respect to

the parameters at particle size polydispersity index and zeta

potential are shown in Table

Parioaeters at the Vesicte Phase for Fomuituias and

Foamilatioo

CF AO

Paaticle disnietee ma 276 494 975 345 1730 1395

Polydispersity index 04 0.9 0.5 1.0

zeta potential my 19 4t 33 36 35 Ii

pH 7.5 74 74 73 7.3 73

As described above the and formulations CF-A
AO CF-CandAO-C have 50% of the model active in the

vesicle phase and 50% in the foani phase Only the fortnu

lations CF-C and AO-C include the non-ionic adjuvants

companson of the and formulations shows that the pres

20

ence of the non-ionic adjuvants significantly increase vesicte

size and decreases the magnitude of zeta-potential See Fable

The iaclusion of the non-ionic adjuvants into the vesicle

membrane results in ethylene oxide coils reaching out from

the vesicle surfitees Without wanting to be bound to theory

it is believed that reason for the increase vesicie size is that

lateral pressure between ethylene oxide coils in the mem
brane eounteracts the creation of very small vesicles It is also

10 believed that these coils bind water thereby increasing the

mass of the vesicles and reducing ttseir olobiiity which results

in decrease in the zeta-potential Silvander et ab ongomr
163696 3702 2000

As described above theA formulations CF-A aod.AO-A

have 50% of the niodeb active iii the vesicle phase and 50% in

the foam phase The formulations CF-B and AO-B have

lOO% of the model active in the vesicle phase comparison

of the and formulations shows that the vesicle size

increases when all the active is added to the vesicie phase See

20 Fable

Jiis uacrease in vesicle size is much more dramatic for the

fonnulations containing AO than those containing CF With

out wanting to be bound to theory it is believed that this

increase results from the interaction of the lipophilic active

with tile membranes of the vesicles in destabiliziag manner

Even though there is smafl increase its the vesicie size when

all the CF is added to the vesicie phase Formulation CF

it is not believed that CF interacts with the membranes to any

large extent Instead the difference is
likely due to normal

variance in the preparation process
Characterization of the Foam Phase

Ole toam phase was investigated by means of light micros

copy As can be scen in FIG the distribution of the gas

spheres of the foam phase is broad No differences in the

15
parameters of particle size pohydispersity index and zeta

potential were tound between Formulations and for

each model active The phase volume of air directly after

production was estimated to 7% directly after production

Master size measurements and was the same after five days

40 storage at room temperature

Stability
ot the Formulations

change in color of the formulations would indicate oxi

dation of phosphohpids or physical separation No color

change was observed even after 12 months storage both at

45 about 25C and at about 40C it is believed that the physical

stability is ensured due to the negative potential of the sinafl

particles together with the gel-like character of the total for-

inuiatioo

so Example

Skin Penetration Model

Oiffusion Cell

55 Pig skin was chosen to investigate skin penetration since its

stratum eorneum structure resembles human stratuno cor

neum Olore than does mouse skin Bouwstra et ab Lipid

Res 364 685-95 1995
Ears of seven to eight month old pigham pigs were

so obtained from Swedish Meat Uppsala Sweden approxi

inatehy two hours after slaughter and used the same day
Patches of ear skin were removed with scalpel Floe appro

priate thickness 640 pm was obtained by use of manual

dernsatotne Padgett Dermatome Padgett Instruments Joe
65 Kansas City The skin was mounted oo diffusion cells of

skin permeation systens Laboratory Glass Apparatus Inc

CA US The receiver capacity of the systemn was ml lhe

tABLE

SKOLD Galderma Cancellation No 92052897 Exhibit Book 442



US 8029810 B2

21 22

Tape strips
10 middle stratum coroei.mi

Tape strips ti-IS deeper stratum corneum

Extraction fractions

Fraction Analysis

he collected fractions were analysed by use of spectrot

luorimeter FtuoroMax-2 Instruments Inc. The wave

lengths found were 490 mu excitation and 13 mu emis

sion for CF in llFPF.S and 490mm excitation and 517 nm
emission for AO in methanol Special care was taken in

order for the fractions containing CF to be in linear conccn

tration to totensity region Weinstein et al iposome Tech

nology Gregoriadis ed Gil
pp 83 CRC Press Boca

Raton

Fxantple

Skin Penetration Results of the Formulations of

Example

This example shows the performance results of the pen
etration of Formulations \O .\ AG AO CF CF

CF and the references Viselmne it and xanthan gum gel as

tested by the model dcscribed in bxample These results

demonstrate that the non-ionic adjuvants work well both lor

hydrophilic and lipophilic actives

Results for the CF Fomiulations

The pemietration behaviours of the hydrophilic active thr

the different CF formulations .A CF CF and for

the reterence xanthan gum gel formulation are shown in FIG

The amount detected in stratum corneum was similar for

CF and the icference xanthan gum gel larger

amount ofCF was found in the stratum corneum for the CF-C

formulation thus demonstrating that the adjuvants increase

penetration

Concenting the total amount detected in skin both the

CF-B and CF fonnulations penetrate better than does the

reference xanthan
grass gel These results show that it is ben

eficial to distribute more at hydrophilic active in the vesicle

phase when larger uptake is desired and that it is beneficial

to add non ionic adjuvants to formulation when larger

uptake is desired

hese results also show that in addition to the size ot the

vesiclcs mlluencing penetration there is an effect of the

vesicle carrierper se That is although thevesicles are smaller

in the CFB fonnulation visiivis the CF-C formulation the

total amount of the active ingredient detected in the skin is

similar Without wanting to be bound by mechanism it is

believed that the eflbct is posbably due to an ability
of small

vesieles to function as carriers down to lower depth of the

skin

The largest amount of actives found in the receiver was for

the reference xanthan gum gel formulation That is an active

in the gel is more easily transferred to the receiver than is an

active incorporated into the
lipid

matrices of the formulations

otthe present invention bus an active incorporated into the

xanthan
guns gel is not retained Without wanting to be bound

by mechanism it is believed that this occurs because the

amount of free water in the xanthan gum is larger than in the

other farmulations Water is known to work as penetration

enhancer Willains et al Crit Rev Ther Drag Carrier Syst

93-4305-53 1992 Moreover the conditions with large

amount of free water in gel layer of non-negligible height is

close to occluded conditions Such conditions have been

reported beneficial for uptake of drugs Honeywell et al .1

Coo/ rolled Release 90.243-55 2003 Bodde et al Cri/ Rev

iher Drag Carrier Sine 61.87-115 However the slow
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skin was mounted with the stratum corneum facing upwards

the surface area at tlte skims patches was 67cm

An amount at 100 gl of each lannolation being tested was

applied to the skm md carefully spread to cover the entire

stirtitce area lhe formulations tested were Formulations

AG .\O It AG-C CF-A CF-B CF-C fram Example

and two relerenee formulations For the AG fonnulatioos

\aseline mt containing 0.028 wt %AO was used as reference

For the formulations xantlsan gum gel containing 0.011

wt CF was used as reference Because of the high vis- to

cosity of the formulations the exact amount was determined

by weighing after application For each formulation three

experiments were perfonned using skin patches from diller

cot pigs lie recen er compartment was continuously nosed

with 25 mM HFPFS buffer containing 133 mM NaCI iso

tonic conditions The pH of the buffer was set to 7.4 by

addition of NaGH Before use the bufler was placed hi an

ultrasound bath for few minutes to remove air bubbles

When connecting the butter solution to the receiver compart

ment care was exercised to ensure that no air bubbles 20

appeared on the dennal side of the skin or elsewhere in the

receiver compartment The receiver solution was continu

ously stirred using small niagpet and the temperature was

maintained at 370 throughout the experiment by coupling

water bath HElD Denmark to the cells The experiments 2S

were carried out tor 24 hours under non-occluded conditions

atid fractions were collected from the receiver The flow rate

of the receiver solution war set to 1-2 nd1h and fractions were

collected every 90 minutes throughout the experiment After

24 hours the flow through the receiver compartment was

stopped and the donor compartment was rinsed The first

rinsing was performed with 10 ml HFPFS buffer follow ed by

two rinses of 10 ml methanol In cases where the formulation

contained lO-nonyl bromide acridine orange the first rinsing

step was excluded since the probe is not soluble in tTEPFS is

butler

ape Stripping Procedure

the skin patches were placed on board The remaiinng

dried formulations were removed and placed in HhPES

butler Then the skin patches were stripped he stripping was 40

carried out using adhesive tape Scotch magic tape 3M by

covering the area of the skin fiat had been in contact with the

lonnulatmon with piece of tape cm wide and cm bog
Fifteen strippitigs were performed to cosnrc that the stratum

corneum was removed Plessis et al lot Pharm 03Rt -R5 4s

1994 The first two tape strips Strips and were used to

get rid of excess formulation on the skhi Strips and were

used to
get

rid of excess formulation on the skin Strips 3-5

represent the upper stratum coroeum Strips tO represent

the middle stratum eomeum Strips 11 -l represent the lower 50

stratum corneum The strips were placed into nil HEPES

buffer or ml methanol depending on the solubiltty of the

probe The remaining skin was placed in IIEPFS buffer for at

least 48 hours and after that in methanol for at least 24 hours

These solutions are referred to as the extraction fractions In 55

cases wheie the formulation contained acridine orange

O-oooyl bromide the skm was only placed in methanol for at

least 24 hours

In sunintary after stopping the flow though the receiver

compartment the skin was rinsed and tape stripped giving 60

rise to the following fractions

10 tol HEfTS butler

10 ml methanol

10 ml methanol

Remaimng dried formulation its

Tape strips 1-2 excess formulation

lape strips 3-5 surface stratum eorneum
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release from the fornmlations of the present invention to the

receiver indicate slow release mechanism that is beneficial

for many topical treatments since systemic toxicity is more

easily avoided

Results for the AO Fomiulations

The penetration behaviours of the lipophilic active for the

dillerent AO fonnulations AO-A AO-B AO and the ref

erence Vaseline to are shown in Table and FIG

The amosmt of AC in the total skin is highest for the

fonnulation containing the non-ionic adjuvants i.e AO
The incorporation of all of the AO into the vesicle phase

AO-B did not have any beneficial effect on the total skin

penetration Without wanting to be bound to mechanism it

is believed that this is due in part to that the homogenization

was less efficient with all of the AO placed into the vedicle

phase This mechanism is supported by the observation that

the vesicle site distribution was large See Table

The deeper layers of the stratum corneum contain much

less AO when VaselineW is used than when the other formu

lat ions are used See Table and FIG Notably the formu

lation containing the adjuvants AO delivered more than

twice the total amount ofAO to the deeper layer ofthe stratum

eorneum than that delivered by the reference This is dra

matic improvement Also when evaluating the deeperparts of

the skin i.e below SC delivery is increased by over four

times

AOA AO-O \O Vaselirte

Surface SC

Middle SC

I3eeperSC

055

0.70

044

0.93

1.74

1.03

ass

tn
0.4S

017

Total SC t.7 82 II 1.87

Note that Ito amount ofAO could be detected ci the eecetvee stu.e its watee soo5iltty to oil

Example

Variation of the Vesiele Fraction of the Fomiulatiun

The object ofthis example was to evaluate how the physical

properties nI the vesiele fraction change when its formulation

is varied The vesiele fraction of the formulation of Fxample

was varied with respect to pH amount of cholesterol type

uf phospholipids and addition of surface active agents The

parameters which were varied are presented in Table In

particular fraction is the standard formulation of Example

Fraction LI is the same as fraction LI except that the

Epikuron 2005H phospholipid tnixtuns is replaced with

Epikuron 170 Fraction L7 is the same as fraction LI except

that Fpikuron 200SH is replaced with Epikuron 200 Frac

tions L8 Lt and Ll0 are the same as fraction L7 except that

the amount of chnlesternl is varied Fraction II is the same

as fraction LI except that surface active agents are included

i.e Brij 30 and
Brij 15 Fractions L2 Sand L6 are the same

as fraction LI except that the pH is varied Fraction L4 is the

same as fraction LI except that the amount of cholesterol is

reduced

All fractions were prepared as described in Example

except for the varied characteristic Additionally unlike in

Example the sonieation time was prolonged up to 120

minutes in order to study the effect of this on the vesiele

45

24

properties Samples were collected after 30 60 and 120 min

utes of sonicatioti for most ot the traetions

Fradbon Name Varied Characteristic

LI Example Fomiaation no variation

oil iM NaOH
per

loot gwater

CS Epikuron 17

L4 cholesterol of total amount

ES 4.0 tel 44 NaOtt
per

100 water

CO 7.0 ml Natntt
per

100
ft

waler

Fpikuimn 200 50c cholesterol

CS Epilsumn 200 20c cholesterol

C9 Eptkuron 230 without cholesterol

CtO Epikuron
20 10% cholesterol

11 Ailthton of 3c Bdj 30 and Q50 Iirij 35

The particle sizes in the vesiele fractions after different

sonication tintes are summarized in Table The diameter

given is the average thttt has been calculated directly from

Stoke-Einsteins equation Pt is lhe polydispersity index For

L3 the particle size was only studied after 30 and 120

minutes sonieation

into 60mm

Zeta 11am 11am 20 ttin

tractton

Peteittial

mv
etee

nut Pt

eter

urn Pt

Diauuc1cr

urn P1

Cl

C2

C3

14

CS

CS

C7

L5

C9

10

441.6

50
47 2.9

41 j.8

50 3.6

35 1.2

it c39

29 itt

31 4.7

3.8

130

140

200

1100

170

21
860

l0
160

0.43

034

0.27

is

.33

0.37

10
.56

00
.53

130

130

17

17

0.42

36

In
ILls

110

0.56

t3t

140

370

2300

190

190

130

150

130

220

0.42

0.36

tOO

u4
0.39

0.78

is

Clt 30 0.4 780 110 1600 ni 1500 1.00

The choice of phospholipid is shown to be important for the

properties of the vesicle fraction Epikuron 200511 200 and

170 all are mixtures of phospholipids but differ in the satura

tinn rtnd chain length of the phnspholipids atid also in their

amounts of soya phosphatidyleholines PC
From the results presented in Table it is clear that use of

Epikuron 170 fraction L3 gives rise to larger vesicles vis

t-vis Epikurun 2005H fraction Li The phosphulipids of

ss Epikuron 170 are less saturated than the phospholipids in

Epikuron 2005H

The phospholipids in Fpikuron 200 fraction L7 are also

less saturated than Fpikuron 200SH However the difference

in vesicle size between fraction LI Epikmron 2005H and

60 fraction L7 Epikuron 200 is small tier 120 minutes soni

cation

Thus after 120 minutes ot sonication when compared to

the standard formulation containing Epikumn 2005H Epiku

ron 170 yields larger vesieles while Epikuron 200 does not

65 Without wanting to be bound by niechanism it is believed

that this result is because Epikuron 170 contains approxi

niately 8% phosphatidylethanolamine Ph while Epikuron

TAB

Vartatton of the comnonflion of the veutele Irnettcu

TABLE

Pemmetmtee An and vaadmnr tnt the Stratum orneurn

TABLF

Vesicle stoe and pulydtspersity index Pt after 60 and 12 mm

3S

40
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200 does not FE has much smaller head groups than PC and

so forms inverted structures that can make the formation of

membranes more difficult

The amount of cholesterol also influences the vesiele size

and particle stability Forexample when the amount of cho

lesterol in the formulation is lowered to 17% fraction L4
visii-vis the standard fonnulation wherein cholesterol is 50%

fraction LI the vesicle size is dramatically increased and

the zeta potential is decreased

dditionally comparison between fractions L7 L8 L9 to

and 110 also indicates that the amount of cholesterol affects

the stability of the vesieles in such way that higher

amounts of cholesterol give rise to more stable vesieles

higher magnitude of the zeta potential Fractions L7 L8 L9

and LI contain 50 21/n 1/n and jQ/n cholesterol respee-

tively Fractions L8 and LI have much lower zeta poten

tials than L7 additionally the level ofeholesterol is also seen

to afleet the stability of vesieles more when saturated phus

pholipids are used vis-i-vis when unsaturated phospholipids

are used 20

For fractions and L8 the sonication time is of impor

tance to obtain vesieles of the desirable size and size distri

bution here is distinct decrease in vesiele site between 10

and 120 minutes of sooieation for these fractions However

for the other fractions sonication for more than 30 minutes

seem to be unnecessary since there is no particular change in

vesiele size with increased time of sonieation In some eases

for example fraction it even appears that the particle size

is increased with increased soilication tune Without wanting

to be bound by mechanism possible explanation for this 30

increase is thit oxidation occurs in the sample during the

sonieation

The addition of the surlisetants Brij 30 and Brij 35 fraction

II increases the vesicle size considerably Without wanting

to be bound by mechanism an explanation for this is that the is

addition of surtaetants increases the fluidity of the vesiele

membranes It is also possible that additional surface active

agents decrease the stability of the vesieles by increasing the

steric repulsions between the head groups on the inside of the

vesicles What is usually ait advantage for the outer part ofthe 40

membrane has in general negative effect on the inside of the

vesicles

claim

method of delivering an active substance through the

stratum eorneum the method comprising applying to skin 45

delivery composition comprising

an aqueous carrier wherein water comprises 65% or niore

of the delivery composition by weight

lipid component suspended in the aqueous carrier com
prising lipids consisting essentially of so

fatty acid which comprises 0.5-10% by weight of the

delivery composition which fatty acid is fatty acid of

10 to 24 carbons

cholesterol which comprises 0.5 by weight of

the delivery composition and ci

phospholipid and/or cerainide which component is

0.5-20% by weight of the delivery composition

wherein the phosphnlipid and/or ceranside compo
nent comprises 5% or more by weight phospholipid

and wherein the weight ratio of phospholipid/eeram

ide to cholesterol is 21 to 5.91 and

optionally skin lipid precursors wherein combi

nation of said
lipids comprises to 20% by weight of

the delivery composition

said lipid component comprises

lipid particle component comprising particles

formed from said lipids said particles being sur

26

rounded by lipid monolayer the particles ranging

from approximately pin to approximately ISO im in

diameter and

ii vesiele componeitt comprising vesiches of formed

from said lipids enclosed by lipid bilayer the yes

sides ranging from approximately 002 mm to

approxunately 0.5 mm ins diameter and

bioactivc agent suitable for delivery to or through skin

lie method of claim wherein the phospholipid and/or

ceramide component comprises lOgo or more by weight

phospholipid

The method of claim wherein the phospholipid and/or

eeramide component eompnses 15% or more by weight

phospholipid

The method ofelaini wherein the phospholipid and/or

eeramide component comprises 20% or more by weight

phospholipid

The method of claim wherein predominant portion

of the
fatty

acid component is Cl or 18
kitty

acid

The method of elaioi wherein the weight ratio of

phospholipid/ccrantide to fatty acid is 21.5 to 2.950.5

The method of claim wherein phosphohipid and/or

eerasnide component eonmprises 20% or more by weight

phospholipid

The method ofclaimti wherein the combination of said

lipids comprises to 18% by weight of the delivery compo
sition

The method of claim wherein the combination of said

lipids comprises to 16% by weight of the delivery eompo

sition

10 The method ofclains wherein the combination ofsaid

lipids comprises to 13% by weight of the delivery compo
sition

11 The method of claim wherein predomnioint portion

of the fatty acid component is Cl6 or C18 fatty acid

12 lie method ofelaim wherein the bioactive agent is

peptide protein sunscreen tamung agent skin anti-wrin

kling agent anti-dandniff agent anti-acne agent hair growth

stinuilant hominno oteotino interferon pain taIlor vitamin

antifungal anti-acne anti -louse agent anti-skin cancer agent

or substance to treat eczema dry skin itchy skin hair loss

psoriasis or skin lesions

13 he method of claim wherein the bioactive agent is

steroid hormone

14 he method of claim wherein the lipid component

comprises 25-hydroxycholeealeiferol inevafonic acid meva
Ionic acid lactone or mixtures thereof as skin lipid precursor

15 The method ofclaim wherein the combination of said

lipids comprises to 18% by weight of the delivery eoinpo
sition

16 lie method ofelaim wherein the combination of said

lipids comprises to 16% by weight of the delivery compo
sitioii

17 The method of claim wherem the conibination of said

lipids comprises to 11% by weight of the delivery compo
sition

18 The method of claim l.wherein the bioactive agent is

so peptide protein sunscreen tanning agent skin anti-wrin

kling agent anti-dandruff agent anti-acne agent hair growth

stimulant hormone nicotine interferon pain killer vitamin

antifungal anti-acne anti-louse agent anti-skin cancer agent

or substance to treat eczema dry skin itchy skin hair loss

65 psoriasis or skin lesions

19 The mettiod ofelaim wherein the bioactive agent is

steroid hormone
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20 The method of claim wherein the lipid component

comprises 25 hydroxycholecalcifeml mevalonic acid meva

Ionic acid lactone or mixtures thereof as skin lipid precursor

21 The method of claim wherein water comprises 70%

or more of the delivery composition by weight

22 The method of claim 21 wherein the phospholipid

weight phospholipid

23 The method of claim 21 wherein the phospholipid

and/or ceranude component comprises 15% or more by

weight phospholipid

24 The method of claim 21 wherein the phospholipid

and/or ceramide component comprises 20% or more by

weight phospholipid

25 The method of claim 21 wherein predominant por

tion ot the fatty acid component is C16 or C18 fatty acid

26 The method of claim 21 wherein the weight ratio of

phospholipid/ceramide to fatty acid is 21.5 to 2.950.5

27 The method of claim 26 wherein the phospholipid

and/or ceranude component comprises 10% or more by

weight phospholipid

28 The method of claim 26 wherein the phospholipid

and/or ceramide component comprises 5% or more by

weight phospholipid

29 The method of claim 26 wherein the phospholipid

and/or eerainide component comprises 20% or more by

weight phospholipid

30 The method of claim 26 wherein the eonsbioation ot

said
lipids comprises to 18% by weight of the delivery

composition

31 The method of claim 26 wherein the combination of

said lipids comprises to 16% by weight of the delivery

composition

32 The method of claim 26 wherein the combination of

said
lipids comprises to 13% by weight of the delivery

composition

33 The method of damn 26 wherein predominant por

tion ot the fatty acid component is Cl or C18 tatly acid

34 The method of claim 26 wherein the bioactive agent is 40

peptide protein sunscreen tanning agent skin anti wrin

kling agent anti-dandruff agent anti-acne agent hair growth

stimulant honnone nicotine interferon pain killer vitamin

antifungal anti acne anti-louse agent anti-skin cancer agent

or substance to treat eczema dry skin itchy skin hair loss 4S

psoriasis or skin lesions

35 the method of claim 26 wherein the bioactive agent is

steroid hormone

36 The method of claim 26 wherein the lipid component

comprises 25-hydroxyeholeeateiferol mevalonie acid meva- so

Ionic acid laetone or mixtures thereof as skin lipid precursor

37 The method of claim 21 wherein the combination of

said lipids comprises to 18% by weight of the delivery

composition

38 The method of claim 21 wherein the combination of 5s

said
lipids comprises to 16% by weight of the delivery

composition composition
39 The method of claim 21 wherein the combination of

said
lipids comprises to 13% by weight of the delivery

composition to

40 The method of claim 21 wherein the bioaetive agent is

peptide protein sunscreen tanning agent skin anti-wrin

kling agent anti-dandruff agent anti-acne agent hair growth

stimulant hormone nicotine interferon pain killer vitamin

antifungal anti acne anti-loose agent anti-skin cancer agent os

or substance to treat eczensa dry skin itchy skin hair loss

psoriasis or skin lesions

28

41 The method of claim 21 wherein the bionctise agent is

steroid hormone

42 The method of claim 21 wherein the lipid component

comprises 25 -hydroxycholecaleiferol mevalonic acid meva

Ionic acid lactone ormixtsires thereof as skin lipid precursor

43 The method of claim wherein the composition is

more of tlse delivery composition by weiglst

44 lIse method of claim 43 wherein the phosplsolipid
tO

and/or eeranude component comprises 10% or more by

weight phospholipid

45 The method of claim 43 wherein the phospholipid

and/or ceranside component comprises 15% or more by

is
weight phospholipid

46 The method of claim 43 wherein the phosphohipid

and/or eeraniide consponent comprises 20% or more by

weight phosplsnhipid

47 The method of claim 43 wherein predominant por

tion of the fatty acid component is 16 orCl8 fatty acid

48 The nsethod of claim 43 wherein the weight ratio of

phospholipid/ceranside to fatty acid is 21.5 to 2.950.5

49 The method of clams 48 wherein the phospholipid

and/or ceranside component comprises 0% or more by

weight phosphnlipid

50 The method of claim 48 wherein the phosphohipid

and/or ceramide component comprises 5% or more by

weight phospholipid

51 The method of clams 48 wherein the phospholipid

so and/or ceramide component comprises 20% or more by

weight phospholipid

52 The method of clams 48 wherein the combination of

said lipids comprises to 18% by weight of the delivery

composition

is 53 The nsethod of claim 48 wherein the combination of

said
lipids comprises to 16% by weight of the delivery

composition

54 The nsethod of claim 48 wherein the combination of

said lipids comprises to 13% by weight of the delivers

composition

55 The method of claim 48 wherein predominant por
tion of the

fatty
acid component is 16 or C18

fbtty
acid

56 the method ot claim 48 wherein the bioaetie agent is

peptide protein sunscreen taiuung agent skin anti-wrin

kling agent anti dandruff agent anti-acne agent hair growth

stimulant hormone nicotine interferon pain killer itansin

antifungal anti-acne anti-louse agent anti-skin cancer agent

or substance to treat eczema dry skin itchy skin hair loss

psoriasis or skin lesions

57 The method ot claim 48 wherein the bioaetive agent is

steroid homsone

58 The method of claim 48 wherein the
lipid component

comprises 25-hydroxycholecalciferol mevalonie acid meva

Ionic acid Iaetone or mixtures thereof as skin lipid precursor

59 The method of claim 43 wherein the combination of

said lipids comprises to 18% by weight of the delivery

60 The method of claim 41 wherein the combination of

said
lipids comprises to 16% by weight of the delivery

composition

61 The method of claim 43 wherein the combination of

said lipids comprises to 13% by weight of the delivery

composition

62 The method of claim 43 wherein the bioactive agent is

peptide protein sunscreen tanning agent skin anti -wrin

kling agent anti-daisdruff agent anti-acne agent hair gsnwth

stimulant honnones nicotme interferon pain killer vita-

and/ar eeramide component comprises l0% or mnnre by delivered to the skin as foam and water comprises 75% or
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mm antifungal aoti-aene anti-louse agent anti skin cancer

agent or substance to treat eczema dry skin itchy skin hair

loss psoriasis or skin lesions

63 The method of claim 43 wherein the bioactive agent is

steroid hormone

64 The method of claim 43 wherein the lipid eooiponent

comprises 25 hydroxycholecaleiferol mevalonic acid meva

Ionic acid lactone ormixmres thereof as skin lipid precursor

65 The method according to claim wherein the delivery

composition comprises fatty acid at between 0.5-10% the

cholesterol at between 0.5-10% the lipid precursors at

between 0.000001 lOo and the ceramide/phospholipid por

tion at between 0.005-20%

66 The method according to claim wherein the delivery

composition comprises fatty acid comprising ten to twenty

four carbon atoms

67 The method according to elaini wherein the water

content in the delivery composition exceeds 79%
68 The method according to claim wherein the water

content in the delivery composition exceeds 90%
69 The method according to claim wherein the delivery

composition comprises combination of

30

Fatty Acid 0.5-10%

Phospholipid 0.5-10%

Cholesterol 5-7%

Lipid precursor 0.0000t 1-boo

Ceramide 0.005%-7o

70 The method according to claim 69 wherein the lipid

precursor in the delivery eompositinn is mevalonie acid

71 The method according to claim 69 wherem the deliv

ery composition further comprises

Glycerine 0-5c

Propylene glyenl 48%

PVP weight 40.0000 5%

triethanolamine TEA O-3
72 The method according to claim 69 wherein the deliv

ery composition further comprises

25-t-tydmxycholeealeiferol OUt 5%

Acyleemmides 0.025

73 The method according to claim 69 wherein the lipid

precursor comprises 01% of Mevalonie acid 0.0015%

20 25-llydrnxyeholeealeiferol or combination of Mevabonie

acid and 25 t-Iydrnxycholecnlciferol
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T63 295 Sep 14 2010 Press Release from GDM on Cetaphil

25 Restoraderm

T129 423 Collagenex Form 10-K for the fiscal year ended December 31

264 2001

T130 424 U.S Patent 8029810 resulting from the patent Skold filed in

265 collaboration with CGX to cover Restoraderm technology

T131 448 Feb 12 2002 Press Release from CGX on Restoraderm drug

266 delivery technology as published by Business Wire

470 pp 1-3 5-6 and 10 of the meeting program of the

T144 American Contact Dermatitis Society 16th Annual

Meeting February 17 2005 New Orleans LA
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17 At declare under penalty of perjury under the laws of the United States of America

and 28 U.S.C 1746 that the foregoing is true and correct and that this declaration

was executed this 14th day of May 2013 in New York New York United States of

America

Respectfu itted

Date fl4 /7 20/3
By

Thomas SkOte

Declaration of Thomas Sköld Page
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Galderota Laboratories L.P

Aiim Nora Anderson

14501 NoethFreeway

Ft Worth TX 76177

USA

WHEREAS Galdemsa Laboratories Inc Assignor corporation having its main office end place of business at

1450 North Freeway Fort Worth Trans 76177 USA is the owner of the entire
right title and interest is and to line following

United States potent spplicatioes end all rurrespendiag non-US patent epplioutisos including
disco listed below

ceastry Apptiealies Namber Filtag Dale Title

AND WHEREAS Thomas Skold Assignee an isdividsol residing at Bjsrns GIrd 71 41 NorrtOlje Sweden is

desirous of acquiring said right title and interest

NOW THEREFORE for good and neissoble cnnsidrraetoe receipt of which is hereby aclmowtedged Astigeor dons

hereby assign and transfer to Assignee end us saccessorn and aseigne the eotirn right title and interest its and to the above

identifted patents applications including elt reissues divisisan ceesisssiations eontinnatioo-is-part end etceeesiena and foreign

ceunterperin thereof to beheld and
enjoyed by Assignee as dilly and entirely as it would have been held and enjoyed by

Assigner if this aesigemeet bad stat bans made melodisg all claims demands and right reeovery
that Autignor hoe or may have

in profits and damages for past end fertnre infretgeteteets if any and all rights to compromise ass fee and collect such profits

and damages

In the event of
any inconsistency between this Assignment and Article of the August 19 2004 Asset Purchase and

Peodact Development Agraemenl between Thomas Shfitd and Cetlaonoex Pharmacauticets Inc to which cosepeny Galderme

Labsrslerinn for in tha successor is inleteet Article shell be cnstrslling

This Agreemeet maybe eeecsted as any number of cotmtetperts and each such counterpart shalt be deemed to bean

origmet

___ F9ld
Name Thomas Slsóld

On this 22cd day of February sOtt before me appeared Qsistin Cessady the perssn who signed this

instrument and ecksasetedged it an free act behalf of Gtddsrnto Labaroterses Icr

Soy esuid.o ltotssefos en 14

4/
Exhibit

_______

Skold Galderma

Cancellation No 92052897

Sweden March 3rd 2010

ASSIGNMENT OF PATENTS

US 10/350371

US 10/957320

US t2/0024t6

US 121291455

US 60/365059

US-FCT WO2003US07752

US FCT W02005US35531

Applseaties

AU-Australia 2003233396

AU-Australia 200721 isio

CA-Canada 2476159

hF-Earnpean Pat
Org 93729242.3

93/1312003 Water-Bused Topical Dotivosy System

09/30/2004 Water-Based Delivery Systems

04/09/2001 Wotnr-Bessd Delivery Systems

10/53/2008 Water-Based Dolsvery Systems

03/13/2g02 Water-Based Tnpcal Delivery Synam

05/15/2003 Water Based Delivery Systems

09/30/2005 Water-Bused Dslieory Systems

NeJç933te Applicalias Number

JP-Jepeet 2003-575915

ICR-tCerea South 2004-7014070

NZ New Zealand 534377

Desr Non

Enclosed please find signed version of our asaignmenls of patents

hope with this that all mther related to IP is settled

Thank you so much

Thomas Skold

BjilrnO gkd

761 41 Norrtalje

SWeden

Thomas_skold@s71ia.COm

For Oaldvnna aborstsriss Inc

Name e4uch4 C4S54f
Tstio tscc Prcs Scan

Dated Febnsary22 2010

STATE OF TEXAS

COIJ71TY OF DENTCN
55

CONFIDENTIAL
GAL-00000l CONFIDENTIAL GAL-000002


